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AB The invention discloses the relationship between single nucleotide 

polymorph ism of prolylcarboxypeptidase (PRCP) E112D site and antihypertensive 
effects of angiotensin-converting enzyme inhibitor (ACEI) . If the genotype is 
homozygous wild type H2EE, the curative effect of ACEI is good, or else, the 
curative effects is not obvious. The title test kit comprises poiytsi->rph ism- 
typing oligonucleotide for detecting PRCP E112D polymorphiara, and related 
reaction system. The title method is convenient for individual treatment 
according to individual differences, and can increase curative effects and 
safety in clinic. The invention can be used for developing anti-hypertension 
medicines targeting PRCP. 

IT INDEXING IN PROGRESS 

IT 32834-16-0, Perindopril 

RL; pac (Pharmacological activity) ,- THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(test kit for forecasting curative effects of angiotensin-converting 
enzyme inhibitor) 
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The invention discloses the relationship between prolylcarboxypeptidase (PRCP) 
Qlull2Asp (polymorphic site E112D) pol ytnerphiew and antihypertensive effects 
of angiotensin-converting enzyme inhibitor (ACEI, such as benazepril). If the 
genotype is homozygous wild type 112EE, the curative effect of ACEI is good, 
or else, the decrease of blood pressure is small. Thus, the polymorphism of 
prcp Ell 2D site or the polymorphism of the other PRCP- linked genes can be used 
for forecasting curative effects of ACEI. The title method is convenient for 
individual treatment according to individual differences, and can incroase 
curative effects and safety in clinic. The invention can be used lor 
developing anti- hypertension medicines targeting PRCP. 
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TI 6- (Aminoalkyl ) indazoles as renin inhibitors and their preparation, 

pharmaceutical compositions and use in the treatment of diseases 

associated with renin activity 
IN Baldwin, John J.; Claremon, David A.; Dillard, Lawrence K.; Ishchenko. 
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♦ STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

ab l-Heterocyclylamino- 2-hydroxy-3-amino-m-arylalkanos of formula I (wherein 
R1.R3 is H, halogen, cyano, etc.; R2 is H, (Cl-C12)alkyl, etc.; R2 and R3 
together can also be part of a ring; R4 is H, lower alkyl, hydroxy, etc.; X is 
methylene or hydroxymethylene; R5 is lower alkyl, lower haloalkyl , etc . R6 is 
amino, lower alkylamino, etc.; R7 is H, lower alkyl, etc.; 0 is a an 
oxothiadiazole or a cyclobutenedione; R8 is lower alkyl, lower 
haloalkyl, etc. ) the salts thereof have renin- inhibiting properties and can be 
used as antihypertensive, medicinally active ingredients. Methods for 
preparing the compds. are disclosed. Example compound II was prepared by 
reacting 3 ,4-dimethoxycyclobut-3 -ene- l , 2-dione with a me thoxy benzyl heptan-3- 
carbamate to give III, which was subsequently reacted with benzylamine and 
deprotected. The compds. of the invention exhibited inhibiting activities in 
in vitro renin inhibition assays at min. conens. of from approx. 5 x 10-5 m to 
approx. 10-12 m. 

IT 32834-1.5-0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(codrug,- preparation of l-heterocyclylamino-2- hydroxy-3 -amino-w- 
arylalkanes as renin inhibitors for treating hypertension and other 
diseases) 

RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- ( <2S) -2- { [ (IS) -1- 

( e thoxy carbonyl) butyl) amino} -l-oxopropyl] octahydro- , (23, 3 as, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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treatment of diseases - associated with renin activity) 

RN 82*34-16-0 CAPI.US 

CN lH-lndole-2-carboxylic acid, 1- ( (28) -2- [( (IS) - !• 

(ethoxycaiuonyl) butyl 1 amino) - 1-oxopropyl ] octahydro- , (2S,3aS,7aS) - (CA 
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AB Disclosed are compds . according to formula Ii wherein the variables are 
defined herein. Compds. of formula I wherein R is H, CI - 8 alkyl, C2-8 
alkenyl, C2-S alkynyl, C3-7 cycloalkyl, C5-7 cycloalkenyl, etc.; Rl is 
(un) substituted Ph, (un) substituted (mono/bi > cyclic heteroary* and 
(un) substituted C3-7 cycloalkyl; X and Y are independently CH2 and a single 
bond; R2 is H, Cl-12 alkyl, C2-12 alkenyl, C2-I2 alkynyl, Cl-12 alkoxy, etc.; 
R3 is H, halo, Cl-6 alkyl, Cl-6 alkoxy, OH, etc.; A is (un) substituted 
(un) saturated (un) bridge 4- to 7-membered ring; Q and Y are attached to carbon 
or nitrogen in ring A via 1,2- or 1,3- or l , 4 - relationship ,■ 0 is CO, CS, S02, 
C-CH-N02, C-N-CN, dioxocyclobuteny lane , etc.; N is a bond and (un) substituted 
Cl-S alkylene; E is (un) substituted (un) saturated (un)bridge 3- to 7-membered 
ring; 0 is H, Cl-6 alkyl, C4-7 heterocyclyl , OH, NH2 and derivs., etc.; and 
their enantiomers, diastereoiBomers, and pharmaceutical ly acceptable salts 
thereof, are claimed. Such compds. are can bind aapartic proteases to inhibit 
their activity. They are useful in the treatment or amelioration of diseases 
associated with aspartic protease activity. Also described herein are methods 
of antagonizing aspartic protease Inhibitors in a subject in need thereof 
comprising administering to the subject a therapeutically effective amount of 
a compound according to formula I. Example compound II was prepared by a 
multistep procedure (procedure given) . All the invention compds. were 
evaluated for their renin inhibitory activity (some data given). 
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associated with aspartic protease activity) 
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AB Described are compds. of formula I, which are orally active and bind to 
aspartic proteases to inhibit their activity. They are useful in the 
treatment or amelioration of diseases associated with aspartic protease 
activity. Also described are methods of use of the compds. described herein 
in ameliorating or treating aspartic protease related disorders in a subject 
in need thereof. Compds. of formula I wherein R is Cl-6 alkyl, C2-8 alkenyl, 
C2-8 alkynyl, C3-7 cycloalkyl, C2-7 cycloalkenyl, etc.; Rl is Ph, 
(mono/bi) cyclic heteroaryl, benzo-1, 3-dioxole, benzo- 1 , 3 -dioxin, etc.; X and Y 
are independently CH2 and a single bond; R2 is H , Cl-12 alkyl, C2-12 alkenyl, 
C2-12 alkynyl, Cl-12 alkoxy, Cl-12 alkylthio, etc.; R3 is H, halo, Cl-6 alkyl, 
Cl-6 alkoxy, OH, etc.; A is (un) substituted (un) saturated (un)bridge 4' to 7- 
membered ring; Q and U are attached to carbon or nitrogen atoms in ring A in a 
1,2 or 1,3 or 1.4 relationship? 0 Is CO, CS, S02, C-C-N02, C-N-CN, 
dioxocyclobuteylene, etc.; E is (un) substituted (un) saturated (un) bridge 3- to 
7-membered ring; G is OH, Cl-6 hydroxyalkyl , amino, Cl-6 aminoalkyl, C(«NH)NH2 
and derivs., etc.; and their enantiomers, diastereo isomers and salts thereof, 
are claimed. Example compound II was prepared by a multistep procedure 
(procedure given) , All the invention compds. were evaluated for their renin 
inhibitory activity. 
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(Biological study) ; USES (Uses) 
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AB The present invention relates to novel pharmaceutical compns. comprising 

thienopyrimidine compds. Moreover, the present invention relates to the use 
of the thienopyrimidine compds. of the invention for the production of 
pharmaceutical compna. for the prophylaxis and/or treatment of diseases which 
can be influenced by the inhibition of the kinase activity of Mnkl and/or Mnk2 
(Mnk2a or Mnk2b) and/or variants thereof. The present invention is more 
particularly directed to the treatment and/or prophylaxis of in particular 
metabolic diseases of the lipid and carbohydrate metabolism and the 
consecutive complications and disorders associated therewith. 
IT 82a:U-lC-Q, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

{thienopyrimidines having Mnkl/Mnk2 kinase inhibiting activity for 
pharmaceutical compns. for treating disease and combination with other 
agents) 
RN 62834-16-0 CAPLUS 
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(ethoxycarbonyl) butyl) amino] - l-oxopropyl] octahydro- , (2S,3a3, 7aS) - (CA 
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associated with renin activity 
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AB Described are compds. of formula I which are orally active and bind to renin 
to inhibit its activity. Compds. of formula I wherein Gl id C1-9 (halo)alkyl, 
C3-7 (halo)cycloalkyl, C4-9 (halo) cycloalkylalkyl , Ph, etc.; G2 is H, Cl-8 
(f luoro)alkyl, C4-8 (fluoro) cycloalkylalkyl , Cl-8 (f luoro) alkoxy, etc.; G3 is 
H, halo, OH, Cl -4 alkanoylamino, and CI -3 alkoxy; A4 is CH2 and o, 0 is CO, 
cs, S02, C-C-N02, C-N-CN, coco, etc.; T is a mimic of the Leu-Val cleavage 
site of angiotensinogen; and their enantiomers, diastereoisomers, and salts 
thereof, are claimed. They are useful in the treatment or amelioration of 
diseases associated with renin activity. Also described are methods of use of 
these compds. for treating or ameliorating a renin mediated disorder in a 
subject. Example compound II was prepared by a multistep procedure (procedure 
given). All the invention compds. were evaluated for their renin inhibitory 
activity. 

IT vxzy-i- ie-0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(codrug; preparation of piperidine and morpholine compds. as renin 
inhibitors useful in treatment of diseases - associated with aspartic 
protease and renin activity) 
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(ethoxycarbonyl) butyl 1 amino! - l-oxopropyl] octahydro- , (23, 3as, 7aS) - (CA 
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AB Beta crystal i trie form of arginine salt of perindopril characterized by its X- 
rnye diffraction pattern as a powder is claimed. Arginine salt of perindopril 
was crystallised from acotonitrilo and dried to obtain the beta crystal line 
form. Formulation of a tablet containing 4 mg of the above salt is disclosod. 
IT 612S4&-4S-5 

RL: THU (Therapeutic use) t BIOL (Biological study); USES (Uses) 

(beta crystalline form of salt of perindopril arginine, its preparation 
process, and pharmaceutical compns. containing it) 
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AS Alpha cry ii tall ine form of arginine salt of perindopril characterized by its X- 
• i!»ys detraction pattern as a powder is claimed. Arginine salt of perindopril 
prepared by the reaction of L-arginine with perindopril. Formulation of a 
tablet containing 4 mg of the above salt is disclosed. 
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(alpha cj'/Ht:aUit-i form of salt of perindopril arginine, its 
preparation process, and pharmaceut i cal compns . containing it) 

RN 612S48-'4!>-5 CAPLUS 

CN L- Arginine, (3S, 3aS, 7aS) - 1 - I (28) -2- ( I ( IS) - 1 - (ethoxycarbonyl) butyl i amino! -1- 
oxopropyl|octahydro-lH-lndote-2-carboxylate (lil) (CA INDEX NAME) 

CM i 

CRN 83834-16-0 
CMF C19 H32 N2 OS 

Absolute ste'ruochemistry. Rotation (-). 



DT Patent 
LA English 
FAN. CUT 7 




PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


US 


2007190147 




Al 




20070816 




US 2007- 


693059 




20070329 


AU 


2005345026 




Al 




20051201 




AU 2005- 


24S026 




20050523 


AU 


2005245027 




Al 




20051201 




AU 2005- 


245027 




20050523 


AU 


2005245028 




Al 




20051201 




AU 2005- 


245028 




20050523 


CA 


2564960 






Al 




20051201 




CA 2005- 


2564960 




20050523 


CA 


2564961 






Al 




20051301 




CA 2005- 


2564961 




20OS0S23 


CA 


2565029 






Al 




20051201 




CA 2005- 


2565029 




20050523 


wo 


2005112900 




Al 




20051201 




WO 2005- 


US18631 




20050523 




Wi AE, 


AC, 


AL, 


AM, 


AT 


AU, 


AZ, 


BA 


BB, 


BG 


BR, 


BW, 


BY, 


BZ, CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM 


DZ, 


EC 


EE, 


EG, 


ES, 


PI, OB, GD, 




OE, 


GH, 


OM. 


HR, 


HU 


ID, 


IL, 


IN 


IS. 


JP 


KE, 


KG, 


KM, 


KP, KR, KZ 




LC, 


LK, 


LR, 


LS, 


LT 


LU, 


LV, 


MA 


MD, 


MG 


MK, 


MN. 


MW, 


MX, MZ, NA 




NG, 


NI , 


NO, 


NZ, 


OM 


PC, 


PH, 


PL 


PT, 


RO 


RU, 


SC, 


SD, 


SE, SG, SK 




3L, 


SM, 


SY, 


TJ, 


TM 


TN, 


TR, 


TT 


TZ, 


UA 


UG, 


us, 


UZ, 


VC, VN, YU 




ZA, 


ZM, 


ZW 


























RW: BW, 


GH, 


OM, 


KE, 


LS 


MW, 


MZ, 


NA 


SD, 


SL 


SZ. 


TZ, 


UG, 


ZM, ZW, AM, 




AZ, 


BY, 


KO, 


KZ, 


MD 


RU, 


TJ, 


TM 


AT, 


BE 


BG, 


CH, 


CY, 


CZ, DE, DK 




EE, 


ES, 


PI, 


FR , 


OB 


GR, 


HU, 


IE 


IS, 


IT 


LT, 


LU, 


MC, 


NL, PL, PT 




RO, 


9E, 


SI, 


SK, 


TR 


BF. 


BJ, 


CP 


CO, 


CI 


CM, 


GA, 


ON, 


GO, GW, ML 




MR, 


NE, 


SN, 


TD, 


TO 




















HO 


2005112897 




A2 




20051201 




WO 2005- 


US18633 




20050523 


WO 


2005112897 




A3 




20060921 


















W: AE, 


AO, 


AL, 


AM, 


AT 


AU, 


AZ, 


BA 


BB, 


BO, 


BR, 


BW, 


BY, 


BZ, CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ 


DE, 


DK, 


DM 


DZ, 


EC 


EE, 


EG, 


E3, 


PI, OB, GD 




OB, 


GH, 


OM, 


HR, 


HU 


ID, 


IL, 


IN 


IS, 


JP 


KE, 


KG, 


KM, 


KP, KR, KZ 




LC, 


LK, 


LR, 


L9, 


LT 


LU, 


LV, 


MA 


MD, 


MG 


MK, 


MN, 


MW, 


MX, MZ, NA 




NO, 


NI, 


NO, 


NZ, 


OM 


PO, 


PH, 


PL 


PT, 


RO 


RU, 


SC, 


SD, 


SE, SG, SK 




SL, 


9M, 


SY, 


TJ, 


TM 


TN, 


TR, 


TT 


TZ, 


UA 


UG, 


us. 


UZ, 


VC, VN, YU 




ZA, 


ZM, 


ZW 

























1 5 of 36 J 



RW. BW, OH, OM, 

AZ, BY, KO, 

EE, BS, FI, 

RO, 8E, SI, 

MR, NE, SN, 

WO 200S112870 

Wi AE, AO, AL, 

CN, CO, CR, 

OR, OK, GM, 

LC, LK, LR, 

NO, NI, NO, 

SL, SM, SY, 

ZA, ZM, ZW 

RW: BW, GH, OM, 

AZ, BY, KO, 

KE, ES, Ft , 

RO, SE, SI, 

MR, NK , SN, 

WO 3005)12898 

Wi AE, AG. AL, 

CN, CO, CR, 

GE, OH, CM, 

LC, LK, LR, 

NO, NI, NO, 

SI,, SM, SY, 

ZA, ZM, ZW 

RW; BW, OH, OM, 

AZ i BY, KO, 

SE, ES, PI, 

RO, SR, SI, 

MR, NE, SN, 

CA 3566310 

AU 3005393670 

WO 2006038916 

WO 3006038916 

Wi AE, AO, AL, 

CN, CO, CR, 

OS, GH, GM, 

LC, LK, LR, 

NO, NI, NO, 



SM, SY, 

ZM, ZW 

AT, BS, BO, 

IS, IT, LT, 

CO, CI, CM, 

KK, LS, MW, 

KZ, MD, RU, 



BP 1746979 
R. AT, 

IS, IT, 



BR, BG, 



HR, LV, MK, 



RP 1750647 



AT, BR, BO, 



BP 1755560 
R: AT, 



KP 1755564 



IT, LI. 
MK, YU 



KB, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UO, 


ZM, 


ZW, 


AM 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BO, 


CH, 


CY, 


CZ, 


DE, 


DK 


FR, 


GB , 


OR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT 


IK, 


TR, 


BP, 


BJ, 


CF, 


CO, 


CI, 


CM, 


OA, 


ON, 


QQ, 


OW, 


ML 


TD, 


TO 
























Al 




30051201 




WO 2005- 


US18638 




20050523 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


BO, 


ES, 


PI , 


GB, 


OD 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KO, 


KM, 


KP, 


KR, 


KZ 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MO, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


sa, 


9K 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL. 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK 


FR, 


OB, 


OR, 


HU, 


IE, 


IS, 


IT, 


LT i 


LU , 


MC, 


NL, 


PL, 


PT 


SK, 


TR, 


BF, 


BJ, 


CP, 


CO, 


CI , 


CM, 


OA, 


GN, 


GO, 


aw, 


ML 


TD, 


TG 
























Al 




30051201 




WO 2005- 


US18639 




20050523 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EO, 


ES, 


FI , 


OB, 


GD 


HR, 


HU. 


ID. 


IL, 


IN, 


IS, 


JP. 


KE, 


KG, 


KM, 


KP, 


KR, 


KZ 


LS, 


LT, 


LU, 


LV, 


MA. 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA 


NZ, 


OM, 


pa, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UO, 


us, 


UZ, 


VC, 


VN, 


YU 


KE, 


LS, 


MW, 


MZ, 


NA, 


3D, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BO, 


CH, 


CY, 


CZ, 


DE, 


DK 


FR, 


OB, 


OR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT 


SK, 


TR, 


BP, 


BJ, 


CP, 


CO, 


CI, 


CM, 


GA, 


GN, 


GO, 


GW, 


ML 


TD, 


TO 
























Al 




20060113 




CA 2005- 


2566310 




20050523 


Al 




20060413 




AU 3005- 


292670 




20050523 


A2 




20060413 




W0 3005- 


US18632 




20050523 


A3 




2006 


1012 




















AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EO, 


ES, 


PI, 


GB, 


OD 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KO, 


KM, 


KP, 


KR, 


KZ 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MO, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SB, 


SG, 


SK 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


BS, 


PI, 


FR, 


OB, 


OR, 


HU, 


IE 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BP, 


BJ, 


CP 


OA, 


ON, 


GO, 


aw, 


ML, 


MR, 


NE, 


SN, 


TD, 


TO, 


BW, 


GH, 


OM 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UO, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG 


TJ, 


TM 
























A3 




30070131 




BP 3005- 


825039 




20050523 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI. 


FR, 


GB, 


GR, 


HU, 


IE 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


81, 


SK, 


TR, 


AL, 


BA 


YU 


























Al 




30070314 




BP 3005- 


754113 




20050523 


CH, 


CY, 


CZ, 


DK, 


DK, 


EE, 


ES, 


FI, 


PR. 


GB, 


OR, 


HU, 


IE 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BA, 


HR 


Al 




30070338 




EP 2005- 


754171 




200S0523 


CH, 


CY, 


CZ, 


DK, 


DK, 


EE , 


ES, 


PI , 


PR, 


OB, 


OR, 


HU, 


IE 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI , 


SK, 


TR, 


BA, 


HR 



10576386 




16 Of 361 










R: AT, BE, 


BO, CH, CY 


CZ, DE, 


DK, EE, ES 


PX, FR, OB, 


OR, HU, IE, 




IS, IT, 


LI, LT, LU 


MC, NL, 


PL, PT, RO 


SE, SI, SK, 


TR, AL, BA, 




HR, LV, 


MK, YU 










CN 


1960712 


A 


20070509 


CN 2005- 


80016365 


20050523 


CN 


1964703 


A 


20070516 


CN 2005- 


80016366 


20050523 


CN 


1993111 


A 


20070704 


CN 2005- 


80016277 


20050523 


CN 


1997331 


A 


20070711 


CN 2005- 


80016276 


20050523 


US 


2007031488 


Al 


20070208 


US 2006- 


441456 


20060525 


IN 


2006KN03323 


A 


20070615 


IN 3006- 


KN3 3 22 


20061113 


IN 


2006KN03323 


A 


20070615 


IN 2006 


KN3 3 23 


20061113 


IN 


2006KN03324 


A 


20070615 


IN 2006- 


KN3324 


20061113 


IN 


2006KN0332S 


A 


20070615 


, IN 2006- 


KN3325 


20061113 


PRAI US 


2004-S73042P 


P 


20|4052y 








US 


2004-573134P 


P 


20l40i«l 








WO 


2005-US18631 












WO 


2005-US18632 


W 


20050523 








WO 


2005-US18633 


w 


20050523 








WO 


2005-US1863B 


w 


20050S23 








WO 


2005-US18639 


w 


20050523 








us 


2006-598267 


A2 


20060823 








us 


2006-596306 


A2 


20060824 








us 


2006-598315 


A2 


20060834 








us 


2006-598344 


A2 


20060624 








us 


2006-569343 


A2 


20061117 








AB An 


immediate re 


lease compr 


eased pharmaceutical 


tablet that 


has 2 or moi 



segments and a top and a bottom and has a height that exceeds the width of the 
tablet. The height is measured vertically from the top to the bottom of the 
tablet while it is in the tablet die in which it is fully compressed, after 
compression has been completed. The width is measured as the greatest 
horizontal dimension of the tablet at a location halfway between the top and 
the bottom of the tablet, except that when the horizontal cross-section of the 
tablet is substantially rectangular, the width 1b defined by locating the two 
shorter sides of the perimeter of the horizontal cross-section, and measuring 
the length of a line that is at right angle to the shorter sides. 
IT 826.34-1*- 0, Perindopril 

RL: THU (Therapeutic use) t BIOL (Biological study) ,- USES (Uses) 
(pharmaceutical tablets with active and Inactive segments) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-3-carboxylic acid, 1- 1 (2S) -2- ( ( (IS) -1- 

(e thoxy car bony 1) butyl] amino] -l-oxopropyl)octahydro- , (2S, 3 as, 7aS) • (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



EP 2005-754425 




f ANSWER 13 OF 186 CAPLUS CQPYRIOJJT 3007 A« pn tTN 

3007:912292 CAPLUS Full-text 
147:243172 



105763X6 



17 of 361 



10576386 



1 8 of 361 



TI Crystal ! in-i forms of perindopril erbumine 

IN Devarakonday Surya Narayana; Asnani, Minakshi ,• Bonnareddy, Sivakumarr 
Reddy; Pay, Pratap Reddy; chandramohan, Udhaya Kumar; Chitre, Saurabh 
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Cry.Ht.al line forms C,- and r\- of perindopril erbumine are described. 
Perindopril erbumine was mixed with Me oh for 10 min and the solution was 
allowed to evaporate slowly to give form of the compound 
1071a3.-3.5-8, Perindopril erbumine 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(crystal I in? forms of perindopril erbumine) 
107133-36-8 CAPLUS 

iH-indole-2-carboxylic acid, 1- I (2S) -2- ( { < is) - l- 

(ethoxycarbonyl) butyl 1 amino) - 1 -oxopropyl) octahydro- , (2S,3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



. CM 



l 
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CMF CI 9 H3 2 N2 05 



Absolute stereochemistry. Rotation (-). 
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TI Preparation of substituted thiazolopyridines as PPAR modulators 
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AB The title compds. I In - 0-2; Rl - XC02R13, OCR11R12XC02R13 (wherein X ■ a 

bond or alkylene; Rll, R12 - H , alkyl or alkoxy; or Rll and R12 together with 
the carbon atom to which Rll and R12 are attached form cycloalkyl; R13 - H, 
alkyl)? R2, R3 - H, halo, alkyl, etc.; Z - a bond, s (0)0-2; Y ■ O, S; R4 ■ H, 
halo, alkyl, etc.], useful as PPAR modulators for treating and preventing 
PPAR-mediated diseases (no specific data), were prepared Thus, coupling 2-(4- 
trif luoromethylphenyl) -4 , 5, 6. 7-tetrahydro- thiazolo [5, 4 - cjpyridine with Me (3- 
bromophenyl) acetate (prepns. given) followed by treating the resulting ester 
with LiOH afforded 44% II (over 2 steps). The invention relates also to 
pharmaceutical compns. comprising compds. I and methods of using such compds. 
to treat or prevent diseases or disorders associated with the activity of the 
Peroxisome Prol iferator- Activated Receptor (PPAR) families. 

IT $252 4-1*- 0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(preparation of substituted thiazolopyridines as PPAR modulators useful in 
treatment and prevention of PPAR-mediated diseases) 

RN 82834-16-0 CAPLUS 

CN 1H- indole- 2 -carboxylic acid, l- ( (23) -2- [ [ (IS) -1- 

( e thoxy ca r bony 1) butyl) amino! - 1-oxopropylJ octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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The title compds. I (n - 0-2; Rl . CRl 1R12XC02R13 (wherein X - a bond or 
alkylene; Rll, R12 - H, alkyl, alkoxy; or Rll and R12 together with the carbon 
atom to which Rll and R12 are attached form cycloalkyl; R13 - H, alkyl) > R2. 
R3 - H, alkyl; V - a bond, alkylene, con r 8 , X1C(0)X2 (Xi, X2 • a bond, 
alkylene; R8 - H, alkyl); w * (un) substituted thiazole, oxazole; Z - CH2, 
C(O); R4 - H, halo, alkyl, etc.), useful as PPAR modulators for treating and 
preventing PPAR-mediated diseases (no specific data given), ware prepared 
Thus, reacting Me 2- (l , 2, 3 ,4-tetrahydroiBoquinolin-6-yloxy) -2- 
methylpropanoate with 2- (chloromethyl) -4- (4-trif luoromethylphonyl) thiazole 
followed by treatment of the resulting ester with LiOH and then acidification, 
afforded the acid II. The invention relates also to pharmaceutical compns. 
comprising compds. I and methods of using such compds. to treat or prevent 
diseases or disorders associated with the activity of the Peroxisome 
Proliferator-Activated Receptor (PPAR) families. 
H2S34- lfi-0 
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RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); usta (Uaoa) 

(preparation ot substituted thiazolyl tetrahydroisoquinolines as PPAR 
modulators useful in treatment and prevention of PPAR-mediated 
diseases) 
RN 82834- 16 0 CAPLUfc 

CN lH-Indole-2-carboxyllc acid, I • { ( 28) - 2 - I ( ( IS ) - 1 - 

(ethoxycaibonyl) butyl) amino) - 1 -oxopropyl ) octahydro- , (28, 3aS, 7a9) - <CA 
INDtX NAME) 

Absolute stereochemistry. Rotation (-) . 
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TI Process for the preparation of N- tl- (3) -ethoxycarbonyl - l-butyl) - (a) - 
•lanine-DMT complex #nd its use in the preparation of perindopril 
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80 PCT Int. Appl. , 16pp. 
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AB A process for the preparation of N- (l- (S) -ethoxycarbonyl -l-butylj -L-alanine- 

DMT complex <l> by reaction of N- [l- (s) - ethoxycarbonyl -l -butyl I -L-alanine with 
4- (4, 6-dimethoxy- 1 , 3 , 5-tria2in-2-yl) -4-methylmorpholinium chloride in a 
solvent and its use in the synthesis of perindopril, perindopril erbumine or 
pharmaceutical ly acceptable salts by reaction of I with compound (II) (Rl - 
aryl, alkyl, or silyl protective group) in a solvent, following by 
deprotection of compound (III) using suitable deprotecting agent, is 
described. Thus, N- [ 1- (S) -ethoxycarbonyl - 1 -butyl} - L- alanine and 4-(4,6- 
dimethoxy- l, 3, 5-triazin-2-yl) -4-methylmorpholinium chloride were mixed in THF 
and stirred for about 10 min at t« - 20-25 a under nitrogen. To the resulting 
solution contained complex I was added (2S, 3aS, 7aS) -benzyl-perhydroindole-2- 
carboxylate at t° ■ 20-25" under nitrogen, and after separation and 
purification 1,5 g of perindopril benzyl ester was obtained, which was 
transformed into perindopril tert-Bu amine salt. 

IT 828?4-ic-0P, Perindopril io? 1 3 3 • ap 

RL: IMF (industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic uh«) ; BIOL (Biological study); 
prep f preparation? ; uses (Uses) 

(preparation of ethoxycarbonyl butyl alanine DMT complex and its use in 
preparation of perindopril and perindopril erbumlne) 

RN 82834-16-0 CAPLU9 

CN 1H- Indole- 2 -carboxy lie acid, 1- ( <2S) -2- [ [ (IS) - 1- 

(ethoxycarbonyl)butyll amino] - l-oxopropyll octahydro- , (2S, 3aS, 7aS) - (CA 

INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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1H- Indole -2 -carboxy 1 ic acid. 



( e t hoxy ca r bony 1 ) bu t y 1 ] am i no ) - 1 - oxopr opy 1 ) oc t a hy d ro - 
with 2 -methyl -2-propanamine (hi) (CA INDEX NAME) 



(2S,3aS, 7aS) - 



CRN 62834-16-0 
CMP CIS H32 N2 OS 



Absolute stereochemistry, Rotation (•) . 



(W^ost 



CRN 75-64-9 
CMP C4 HI I N 



HjC-fc-CHj 
CHi 



it 1.2 :wm w 

RL 1 IMF (industrial manufacture); RCT (Reactant) ; SPN (synthetic 
preparation); PREF' iPj «ip»i at ion; > ract (Reactant or reagent) 

(preparation of ethoxycarbonyl butyl alanine DMT complex and its use in 
preparation of perindopril and perindopril erbumine) 

RN 122454 -52-* CAPLU8 

CN lH-lndole-2-carboxylic acid, l- ( (28) - 2- { I ( 18) - 1- 

( ethoxycarbonyl) butyl) amino) - 1- oxopropyl I octahydro* , phenylmethyl ester, 

(28. 3a8,7a8) - (CA INDEX NAME) 
Absolute stereochemistry. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB The invention provides compds. I and II, pharmaceutical compna. comprising 

such compds. and methods of using such compds. to treat or prevent diseases or 
disorders associated with the activity of the Peroxisome Proliferator- 
Activated Receptor ( PPAR) families. Compds. of formula I and I I wherein A is 
(un) substituted Ph and (un) substituted thiazol-2-ylj n and m are independently 
1-5; each Rl is independently H, halo, Ci-6 (halo) alkyl, and CI- 6 
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(halo)alkoxy; R3 is C1-8 alkyl, C2-8 alkenyl, Cl-6 haloalkyl, C2-6 
haloalkenyl. etc.; R4 and R5 are independently H and Cl-6 alkyl; or R4R5 taken 
together to form -O; Y is N and CH; Z is a bond, SOO-2, CH2 , etc.; A and B are 
independently CH and N; R6 and R7 are independently H, halo, Cl-6 (halo) alkyl 
and Cl-6 (halo)alkoxy, R8 is C02H and derivs., C1-4 alkylene-C02H and derivs.. 
etc.; R» and RIO are independently H, Cl-6 alkyl, and OH find derivs.; and 
their pharmaceutical ly acceptable salts, hydrates, solvates, isomers and 
prodrugs thereof, are claimed. Example compound III was prepared by N- 
alkylation of 3-isobutyl-l- [2- (4 -methoxyphenyl) ethyl] -1,3,8- 

triazaspiro[4, 5) decane-2 , 4 -dione with Et 3-bromomethylphenhylacetate followed 
by hydrolysis. All the invention compds. were evaluated for their PPAR 
modulatory activity (some data given) . 
1C133-36-6, Perinodopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(preparation of spiro imidazole derivs. as PPAR receptor modulators useful 
in treatment and prevention of diseases - associated with ppar receptors 
activity) 
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(et hoxy car bony 1) butyl) amino) - l-oxopropyl ) octahydro- , (2S,3aS, 7as) - , compd. 
with 2 -methyl -2-propanamine (1:1) (CA INDEX NAME) 
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Absolute stereochemistry. Rotation (-) . 
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The present invention relates to a new association comprising a selective and 
specific sinus node If current inhibitor, more especially ivabradine, and an 
agent that inhibits angiotensin- converting enzyme. Angiotensin- converting 
enzyme inhibitors are one of the major therapeutic classes in the treatment of 
arterial hypertension. It has been now discovered that selective and specific 
sinus node If current inhibitors, more especially ivabradine, are capable of 
potentiating the effects of agents that inhibit angiotonsin-convert ing enzyme. 
The invention relates more especially to the association between ivabradino. 
or one of its hydrates, crystalline forms and addition salts with a 
pharmaceutical^ acceptable acid, more especially its hydrochloride, and 
perindopril, or one of its hydrates, crystalline forms and addition salts with 
a pharmaceutical ly acceptable base, more especially its arginino or tert- 
butylamine salt. Medicinal products containing such association which are 
useful in treating arterial hypertension are described. Thus, pharmaceutical 
composition of antihypertensive tablets was formulated comprising 7.5 mg 
ivabradine hydrochloride, 2 mg perindopril tort-butylamine, 62 mg lactose 
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mono hydra te , 1.3 mg magnesium stearate, 9 mg povidone, 0.3 mg anhydrous 
colloidal silica, 30 mg cellulose sodium glycolate, and 2.6 mg stearic acid. 
A great reduction in systolic and diastolic arterial pressure was observed in 
clin, studies with hypertensive patients. 
IT SZ834-16-0. Perindopril 107132-36-6 fl254?-45- S 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(sinus node current inhibitor ivabradine association with an angiotensin 
converting enzyme inhibitor and pharmaceutical compns. containing it for 
treating arterial hypertension) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (23) -2-1 ((IS) -1- 

(ethoxycarbonyl)butyU amino] - l-oxopropyl] octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



-H i 

HN Pi 
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CN 1H- Indole- 2 -carboxylic acid, 1- | (23) -2- ( [(is)-i- 

(ethoxycarbonyl)butyl) amino] - l-oxopropyl] octahydro- , (2S, 3aS, 7aS) - , compd. 
with 2 -methyl- 2-propanamine (1:1) (CA INDEX NAME) 

cm l 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 
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L-Arginine, (2S,3aS, 7aS) -1- I (2S) -2- (( (1S)-1- (othoxycarbonyl) butyl] amino] - 1 - 
oxopropyl] octahydro- 1H- indole- 2 -carboxylate (1:1) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-). 
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Use of methylenetetrahydrofolate reductase gene paiyracipnisms in 
predicting homocysteine level, homocysteine -associated disease risks, and 
angiotensin converting enzyme inhibitor- related drug treatment responses 
in humans 

Xu, xiping; Fang, Zhian> Jiang, Shanqun; wang, Binyan; Yang, Jianhua,- 
Zhang .^hanchun; Mao, Guangyun; Xing. Houxun; Liu, Ping; Wang, Yan ; Zang, 
Wang, Mengde; Wang, Yu; Dai, Chengxiang; Zhang, Korong 
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cures our discovery on usages or methylenetetrahydrof olate 
reductase <mthpr> gene polymorphisms in predicting homocysteine (Hey) level 
and/or incidence and prognosis of diseases associated with increased Key level 
in a subject, as well as predicting treatment effects of medicines in the 
category ol Angiotensin converting enzyme inhibitor (ACKI) with and without 
combination with a vitamins. Polyaicrphiems within gene mthfr that are 
analysed in this invention include nucleotides C677T, A1298C, G1793A, 0215A, 
0482A, and A13170. This invention also features our discovery on laboratory 
and anal, methods that are essential to the above described usages of mthfr 
gene po^/H »j pr iwi-e. In addition, this invention features a kit that has 
translated the above discoveries into a practical and reliable tool that can 
be applied to accomplish the above described usages of MTHFR gene 

p'iiy rpfi»»n«. This invention represents an important step in realizing 

personalized medicine, with the goal to tailor diagnosis, prevention and 
treatment strategy to meet individual needs. 
MS9J1-H i, Perindopril 

RLt ARC (Analytical reagent use); THU (Therapeutic use); AM ST (Analytical 

study) i biOL (Biological study); uses (Uses) 

(use of human gene MTHPR polymorphisms in predicting 
homocysteine level, homocysteine- associated disease risks, and 
ACKI -related treatment responses) 
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lH-Indole-2-carboxylic acid, l- [ <2S) -2- ((< IS) - l- 

(ethoxy car bony 1) butyl) amino) - l-oxopropyl) octahydro- , (28, 3aS,7aS) - (CA 
INDEX NAME) 



Absolute stereochemistry. Rotation <-) . 
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Process for the preparation of perindopril using purified 

N- ! (S) -1-carbethoxybutylJ - (S) -alanine and/or (2S, 3aS, 7aS) -octahydro indole- 
2-carboxylic acid or activated or protected forms thereof. 
Chen, Weirent Shi, Jiaxiang; Lu , aiao 
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AB A process for the preparation of <2S , 3«S, 7aS) - 1- [ (2S) -2- {[ < IS) - 1 - 

( e t hoxy ca r bony 1 ) bu ty 1 ) ami no ] - 1 - oxop r opy 1 ) oc tahyd ro-lH-indole-2- carboxy lie acid 
uses purified intermediates N- ( (S) - l-carbethoxybutyl) - (S) -alanine and/or 
(2s,3aS,7aS) -octahydroindole-2-carboxylic acid or activated or protected forms 
thereof, wherein the purified form has been prepared using THF, di-Me 
carbonate, di-Et carbonate, l , 2 -dimethoxyethane, tert-Bu Me ether, 2- 
methyltetrahydrofuran, cyclopentyl Me ether, or aixts. thereof. 

IT BIS S3 4 -1.6* OP, Perindopril 107133- 36-SP, Perindopril 
erbumine 

RLi IMP (Industrial manufacture); SPN (Synthetic preparation); i-REl> 
(Preparation) 

(preparation of perindopril using purified carbet hoxy butyl alanine and/or 
octahydroindolecarboxylic acid or activated or protected forms thereof) 
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( e thoxy car bony 1) butyl) amino] - l-oxopropyl 1 octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) , 
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1H- Indole- 2 -carboxy 1 ic acid, 1 - ( (2S) -2- ( 1 (IS) - 1 - 
(ethoxycarbonyl » butyl] amino] - 1 -oxopropyl ) octahydro- , 
with 3-methyl-2-p»opanamine (1:1) (CA INDEX NAME) 
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There is disclosed a stable formulation of dimorphous perindopril erbumine (I) 
which is obtained in such a way that I, which may also be prepared in situ 
from perindopril and tert-butylamine, or I hydrate is dissolved in 
demineralized water or in a mixture of demineralized water and ale, to this 
solution a solution of sodium hydrogen carbonate is added for stabilization, 
inert ingredients for tabletting are wetted therewith, dried in vacuo by 
lyophilization or at normal pressure with a stream of warm air at not more 
than 40*, hydrophobic additives to facilitate tabletting are added, it iB 
homogenized and the granulate is tab letted. Disclosed is also a stable 
formulation of amorphous perindopril sodium salt obtained by modification of 
the drying procedure in the process of preparing the granulate, x-ray powder 
diffraction investigations show that I is present in amorphous form and does 
not contain crystal a, p and v forms. 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY 



AVAILABLE VIA OFFLINE PRINT ' 



The invention relates to oxazoles and thiazoles of formula I, which modulate 
the activity of the peroxisome proliferator-activated receptor (PPAR) 
families, particularly the activity of PPARfi . In compds. I, W is O or 3; Rl 
is -L1-X-C(R7R8) -L2-C02R9; LI and L2 are independently a bond or Cl-4 
alkylene; X is a bond, o, or S; R7 and R8 are independently H, Cl-4 alkyl, or 
Cl-4 alkoxy; R9 is H or Cl-6 alkyl; p is 0-3; each R2 is independently 
selected from halo, Cl-6 alkyl, C2-6 alkenyl, Cl-4 alkoxy, Cl-4 alkylthio, 
(un) substituted C3-12 cycloalkyl, (un) substituted C3-8 heterocyclyl , 
(un) substituted C6-10 aryl. and (un) substituted C5-10 heteroaryl; n is 0-3; R3 
and R4 are independently H or Cl-6 alkyl; R5 and R6 are independently selected 
from H, Cl-6 alkyl, (un) subst ituted C3-12 cycloalkyl, (un) substituted C3-8 
heterocyclyl, (un) substituted C6-10 aryl, and (un) substituted C5-13 
heteroaryl; Y is O. 3, NR10, or CRIORii; z is C10R11 or 3; and RIO and Rll are 
independently selected from H and Cl-6 alkyl; including salts, hydrates, 
solvates, isomers, and prodrugs thereof. The invention also relates to the 
preparation of I, pharmaceutical compns. comprising a therapeutically 
effective amount of a compound I with one or more pharmaceutical^ acceptable 
excipients, optionally containing another active ingredient selected from 
antidiabetic agents, hypolipidemic agents, antiobesity agents, 
antihypertensive agents, etc., as well as to the use of the compns. for the 
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treatment or prevention of disease or disorders associated with PPAR activity. 
Regioselective acetylation of Et (2 -methylphenoxy) acetate followed by Baeyer- 
villiger oxidation, methanolysis, and regioselective brominotion gave 
phenoxyacetate II, which underwent o-silylation, Suzuki coupling with 
cyclopropylboronic acid, and desilylation resulting in the formation of 
cyclopropylphenoxyacetate ill. Substitution of 3-chloropropanol with 
potassium cyanide followed by sulfolysia to the thioatnide and 
hetcrocyclization with 2-brorao- l- (4- trif luoromethylphenyDethanono formed 
thiazolo IV, which was coupled to III under Mitsunobu conditions and 
hydrolyzed to give thiazole V. The compds. of the invention, e.g.. V, are 
modulators of PPAR, particularly PPAR8 (no data) . 

IT 8283 1-lfi-O 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) , USES (Uses) 

(codrug; preparation of oxazole and thiazole compds. as PPAR modulators) 
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CN 1H- Indole- 2- carboxy lie acid, l- { (23) -2- { [ (IS) -l- 

(ethoxycarbonyl) butyl) amino J -1-oxopropyl] octahydro- , (23,3a3,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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AB The invention relates to oxazoles and thiazoles of formula I, which modulate 
the activity of the peroxisome proliferator-activated receptor (PPAR) 
families, particularly the activity of pparA. in compda. I , w is O or S; Rl 
is -L1-X-C(R8R9) -L2-CO2R10( LI and La are independently a bond or Cl-4 
alkylene; X is a bond, O, or 8; RS and R9 are independently H, Cl-4 alkyl, or 
Cl-4 alkoxy; Rio is H or Cl-6 alkyl, p is 0-3; each Ra is independently 
selected from halo, Cl-6 alkyl, ca-6 alkenyl, Cl-4 alkoxy, Cl-4 alkylthio, 
tun) substituted C3-12 cycloalkyl, (un) substituted C3-8 heterocyclyl. 
(un) substituted C6-10 aryl, and (un) substituted C5-10 heteroaryl, n is 0-3, R3 
and R4 are independently H or Cl-6 alkyl; R5 and R6 are independently selected 
from H, Cl-6 alkyl, (un) substituted C3-I2 cycloalkyl, (un) substituted C3-8 
heterocyclyl, (un) substituted C6-10 aryl, and (un) substituted C5-13 
heteroaryl, R7 is H, Cl-6 alkyl, -L3-C6-12 aryl, -L3-C3-12 cycloalkyl, -L3- 
OR11, or -L3-N(R11R12) / L3 is a bond or Cl-4 alkylene; and RU and R12 are 
Independently H or Cl-6 alkyl; including salts, hydrates, solvates, isomers, 
and prodrugs thereof. The invention also relates to the preparation of I, 
pharmaceutical compns. comprising a therapeutically effective amount of a 
compound I with one or more pharmaceutical^ acceptable excipients, optionally 
containing another active ingredient selected from anti-diabetic agents, 
hypolipidemic agents, anti-obesity agents, ant i -hypertensive agents, etc., as 
well as to the use of the compns. for the treatment or prevention of disease 
or disorders associated with PPAR activity. Regioselective bromination of 4- 
benzyloxy phenol followed by o-si lylation, substitution with tetramethyltin, 
and desilylatlon gave 4 -banzyloxy- 2 -methyl phenol, which underwent substitution 
of He 2-bromo-2-methylpropionate, debenzylat ion, and substitution of 1,2- 
dibromoethane resulting in the formation of ester II. Heterocyclization of 2- 
bromo-l- <4-tri f luoromethylphenyl ) ethanone with thiourea formed aminothiazole 
III, which underwent substitution of bromide II, N-methylat ion, and ester 
hydrolysis to give thiazole IV. The compds. of the invention, e.g., iv, are 
modulators ot PPAR, particularly PPARrt (no data). 

IT «.!<t«4 i * ' , Perindopril 

RL i PAC (Pharmacological activity) , THU (Therapeutic use); BIOL 
(Biological study); uses (Uses) 

(codrug; preparation oi oxazole and thiazole compds. as PPAR modulators) 

RN 62834- 16> 0 CAPLUS 

CN lH-Indolo-2-carboxyllc acid, l - I (2S) -2- 1 1 ( IS) - 1- 

(ethoxyca rbonyl) butyl ] aminol - 1-oxopropyU octahydro- , (2S, 3*8, 7aS> - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (->. 





THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

AM SHIR 23 Of 186 CAPLUS COPYRIGHT 2007 ACS On 8TN 

2007:536876 CAPLUS Full-text 
146:521785 

Oxazoles and thiazoles as PPAR modulators, their preparation, 
pharmaceutical compositions, and use in therapy 

Epple, Robyfrt; Xie, Yongping; Hang, Xing; Rusao, Ross; Cow, Christopher; 

Azimioara/ Hihai 

IRM LLfyBermuda 

PCT Infff Appl., 80pp. 

CODEN: PIXXD2 



DT Patent 
LA English 
FAN.CNT 1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




HO 2007056497 




Al 




20070518 




WO 2006- 


JS435B7 




20061107 


H: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB , 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH 




CN, 


CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD 




□ E , 


GH , 


GM, 


OT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP. 


KE, 


KG, 


KM, 


KN 




KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK 




MN. 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI , 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO 




RS, 


RU, 


sc, 


SD, 


SB, 


3G, 


SK, 


SL, 


SM, 


sv, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT 




TZ, 


UA, 


UG, 


US, 


uz, 


VC, 


VN, 


ZA, 


ZM, 


ZW 














RH: 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


E3, 


FI , 


FR , 


GB , 


OR, 


HU, 


IE 




13, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL/, 


PL, 


PT, 


RO, 


SB, 


SI, 


SK, 


TR, 


BF, 


BJ 




CF, 


CG, 


CI, 


CM, 


OA, 


GN , 


OC, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TO, 


BW, 


GH 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 




SL, 


SZ, 


TZ, 


UO, 


ZM, 


ZW, 


AM, 


AZ, 


BY 




KG, 


KZ, 


MD, 


RU, 


TJ, 
























US 2005 


-734592P 




P 






.107 





















OS MARPAT 146:521785 
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The invention ralat.es to oxazoles and thiazoles of formula I, which modulate 
the activity of the peroxisome proliferator-activated receptor (PPAR) 
families, particularly the activity of PPARfi. In compds. I, w is N or CH; Y 
is O, S, CH2CH2, or CR5R6, where R5 and R6 are independently selected from H 
and Cl-6 alkyl; Z is S or O; Rl is -L1-X-C(R7RB) -L2-C02R9; LI and L2 are 
independently a bond or Cl-4 alkylene; X is a bond, o, or S; R7 and R8 are 
independently H, Cl-4 alkyl, or Cl-4 alkoxy, or R7 and R8, together with the 
carbon atom to which they are attached, form C3-12 cycloalkyl; R9 is H or ci-> 
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alkyl; n is 0-3; each R2 is independently selected from halo, Cl-4 alkyl, Cl-4 
alkoxy, Cl-4 alkylthio, and C3-12 cycloalkyl; R3 is Cl-8 alkyl, and R4 is 
selected from halo, Cl-4 alkyl, Cl-4 haloalkyl, and Cl-4 haloalkoxy; including 
salts, hydrates, aclvates, isomers, and prodrugs thereof. The invention bIbo 
relates to the preparation of I, pharmaceutical compns. comprising a 
therapeutically effective amount of a compound I with one or more 
pharmaceutical ly acceptable excipients, optionally containing another active 
ingredient selected from anti -diabetic agents, hypolipidemic agencs, anti- 
obesity agents, ant i -hypertensive agents, etc., as well as to the use of the 
compns. for the treatment or prevention of disease or disorders associated 
with PPAR activity. Diasot i zat ion of 4- ( trif luoromethoxy) acetophenone 
followed by heterocyclization with acetonitri le, and sequential double 
bromination gave dlbromooxazole II. 0-Ben2ylation of 4 -hydroxy ben za Id ehyde , 
condensation with Et ethoxyacetate , and hydrogenat ion resulted in the 
formation ot ethoxypropionate III, which underwent substitution of II followed 
by Suzuki coupling with 2-isopropoxy-b-pyrimidineboronic acid (two-step 
pr spare i ion t i om 5-kJiomo- 2- chlotopyrimid ine ia given) and eater hydrolysis to 
give oxauole (V. The comptla, ot the invention, e.g., IV, are modulators of 
PPAR, particularly PPARri (no data) . 

it »:vu it a 

RL : PAC (Pharmacological uctivlty) , THU (Therapeutic use) ,• BIOL 
(Biological study); uses (Uses) 

(codrug; preparation ot oxazole and thiazole compds. as PPAR modulators) 
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CN lH-Indole-2-carboxylic acid, 1- 1 (28) - 2- [ ( (IS) - 1- 

(ethoxycarbonyl)butyll amino) - i -oxopropy 1 ) octahydro- , (2S,3aS, 7aS) - (CA 
INDBX NAME) 

Absolute stereochemistry. Rotation (->. 
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AB The invention relates to pharmaceutical compns. comprising a combination of a 
particular dipeptidyl peptidase-4 (DPP-4) inhibitor I and an anti -hypertensive 
agent selected from the group consisting of an angiotensin II receptor 
antagonist and an angiotensin converting enzyme inhibitor, kits containing 
such combinations and methods of using such compns. for the treatment of 
diabetes, diabetes-related disorders, hypertension, and hypertension- related 
disorders. Example compound I and I*H3P04 was prepared by a multistep 
procedure (procedure given) , Compound I and l»H3P04 were evaluated for their 
DPP-4 inhibitory activity. 
IT 82634 16 0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; uses (Uses) 

(preparation of sitagliptin phosphate and combination of particular DPP-4 
inhibitor and antihypertensive agent selected from angiotensin II 
receptor antagonist and ACE inhibitor for treatment of diabetes and 
hypertension) 
RN 82834-16-0 CAPLUS 

CN 1H- indole- 2- carboxylic acid. 1- [ (28) -2- I ( (IS) - 1- 

(ethoxyca rbonyl) butyl) amino J - 1 -oxopropy 1) octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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The present invention relates to new crystalline form of the ACE inhibitor 
perindopril and processes for the preparation thereof. Cryat . form D of 
perindopril erbumine is formulated into a pharmaceutically acceptable dosage 
form, such as a tablet, pill, capsule or injectable for use in the treatment 
of cardiovascular diseases. Thus, 0.25 g of perindopril erbumine form a were 
suspended in 5 mL of dichloromethane and the suspension was heated up to 40°. 
The clear solution was cooled down to room-temperature at a rate of about 
lOK/h, filtered under reduced pressure and air-dried to yield 0.23 g (92%) 
perindopril erbumine crystalline form D. 
I07l33-3o-i», Perindopril erbumine 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(preparation of crystalline form of perindopril erbumine for dosage 

forms) 
107133-36-8 CAPLUS 

1H- Indole- 2 -carboxylic acid, 1- I (2S) -2- I [ (IS) -1- 

(ethoxycarbonyl) butyl) amino J - l-oxopropyl] octahydro- , (2S,3aS,7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) <CA INDEX NAME) 
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CRN 82834-16-0 
CMF CI 9 H3 2 N2 05 



Absolute stereochemistry. Rotation (-) . 
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AB The present invention relates to a now process for the preparation of pure 

perindopril erbumine. The present invention also relates to a new process for 
the preparation of crystalline form D of perindopril erbumine. Crystalline 
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perindopril erbumine is formulated into a pharmaceutically acceptable dosage 
form. Thus, (2S, 3aS, 7aS) - 2 -carboxyper hydro indole benzyl ester was treated 
with N- ( (S) - 1 - carbetoxybuty 1) - (s) -alanine in acetonitrile in presence of O- 
(benzotriazol- l-yl) -N, N, N' , N' - tetramethyluronium hexaf luorophosphate to 
afford 88% perindopril benzyl ester. Hydrogenolysis of crude perindopril 
benzyl ester over 10% Pd/C gave crude perindopril (2.33% of diketopiperazine 
I, 0.54% of diketopiperazine II). Crude perindopril was dissolved in wet Et 
acetate, insol . impurities were filtered off, tert-butylamine wag added to the 
filtrate, the mixture was heated to boiling, filtered and then cooled to 0« to 
precipitate perindopril erbumine in crystalline form D. 
IT 107133-36-8V, Perindopril erbumine 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); prep (Preparation!; USES (Uses) 

(preparation of perindopril erbumine and its crystalline form for 
dosage forms) 

RN 107133-36-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, l-((2S)-2- [ ( ( IS) - 1- 

(ethoxycarbonyl) butyl] amino) - l-oxopropyl) octahydro- , (2S,3aS, 7aS) - , compd. 
with 2 -methyl -2-propanamine (1:1) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 
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CN 1H- Indole- 2 -carboxylic acid, l - [<2S)-2- ( ( (13) -1- 

(ethoxycarbonyl) butyl) amino] -l-oxopropyl] octahydro- , (2S,3as, 7aS) - (CA 

INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 122454-52-8 CAPLUS 

CN lH-lndolo-2-carboxylic acid, I- \ (23) -2« ( ( (IS) -1- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl ) octahydro- . phenylmethyl ester. 
<2S,3BS.7aS>- (CA INDEX NAME) 

Absolute stereochemistry. 
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SL83<;-i6-CP ( perindopril 122454- ss-ep 

RL: RCT (Reactant); SPN (Synthetic preparation) ; VRSP 

s Preparation) ; RACT (Reactant or reagent) 

(preparation of perindopril erbumine and its crystalline form for 

dosage forms) 
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AS The present invention relates to a novel crystal ! iivs n form of perindopril 

erbumine exhibiting characteristic 2ti values and having purity not less Chan 
99.li. More particularly, the present invention relates to a process for the 
preparation of Che novel ciysriiltiriti n for* of perindopril erbumine comprising 
the steps of (i) dissolving perindopril erbumine monohydrate in halogens ted 
hydrocarbon solvent; (ii) adding a co* solvent to the mixture of the content 
obtained from seep (i) ; (iii) removing the mixture of solvents under reduced 
pressure in the range of 25 to 35*/ and (iv) filtering off the solid obtained. 
IT LQUJ3*3e-aP, Perindopril erbumine 

RLt PEP (Physical, engineering or chemical process); PRP (Properties); PUR 
(Purification or recovery); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PttSP operation) ; PROC 
(Process) t usss (Uses) 

(preparation and purification of rj crytstal form of perindopril 
erbumine of high purity and good solubility) 
RN 107133O6-8 CAPLU8 

CN lH-Indole-2-carboxylic acid, l- [ (28) -2- (1 (IS) -1- 

(ethoxycarbony 1) butyl I amino) - l -oxopropyl) octahydro- , (28,3aS, 7aS) • , compd. 
with 2-methyl-2-propenamine (i.l) (CA INDEX name ) 

CM l 

CRN S2B34-16-0 
CMP CIS H3 2 N2 OS 

Absolute stereochemistry. Rotation (-). 
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<■ Ub2K"> ■■(>'!■ .IP, Perindopril erbumine monohydrate 

RL s PEP (Physical, engineering or chemical process); PRP (Properties) 
(Synthetic preparation); PHEl* (Preparation) i PROC (Process) 

(preparation and purification of n crystal form of perindopril 

erbumine of high purity and good solubility) 
690267-97-1 CAPLUS 

lH-Indole-2-carboxylic acid, 1- [ (28) -2- 1 1 (IS) - 1- 

(ethoxycarbonyl)butyU amino] - 1 -oxopropyl Joccahydro- , (28, 3 as, 7aS) - 
with 2-methyl-2-propanamine, hydrate (1:1:1) (ca index NAME) 



CRN 82834-16-0 
CMP C19 H32 N2 05 



Absolute stereochemistry, Rotation (-). 
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IT 122454-^ t-et 

CRN 75-64-9 RL : PUR (Purification or recovery); RCT (Reactant) ; SPN (Synthetic 

CMF C4 Nil N preparation); PREP sPtwiparation) ; RACT (Reactant or reagent) 

(preparation and purification of n crystal form of perindopril 
erbumine of high purity and good solubility) 
RN 122454-52-9 CAPLUS 

CN lH-lndole-2-carboxyllc acid, l- [ (28) -2- I [ (18) -1- 

(ethoxycarbonyl) butyl 1 amino] - 1 -oxopropyl J octahydro- , phenylmethyl ester, 
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(CA INDEX NAME) 



Absolute stereochemistry. 
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RLt RCT (Reactant); SPN (Synthetic preparation); phkf 
(Preparation) » RACT (Reactant or reagent) 

(preparation and purification of n crystal form of perindopril 
erbumine of high purity and good solubility) 
RN 924637-23-0 CAPLUS 

CN 1H- indole- 2-carboxy lie acid, l- ( (28) -2- ( [ (18) -1- 

( ethoxy car bony 1) bucyl) amino] - 1 -oxopropyl 1 occahydro- . phenylmethyl eater, 
hydrochloride (1.1), (28, 3a8, 7 B 8) • (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The present invention relates to a novel crystal line form of perindopril 

erbumine monohydrate exhibiting characteristic 2t) values and having purity not 
less than 99.8%. More particularly, the present invention relates to a 
process for the preparation of the novel cryec , form of perindopril erbumine 
monohydrate comprising steps of (i) dissolving perindopril erbumine in water, - 
(ii) extracting the solution with toluene or xylene; (iii) removing water from 
the aqueous layer obtained from step (i) ; adding a polar solvent to the mass 
obtained from step (ii) at 20 to 4S«; and (iv) filtering off the solid 
obtained . 

IT 6S02£7-:-7-ir, Perindopril erbumine monohydrate 

RL; PEP (Physical, engineering or chemical process) ; PRP (Properties) ; PUR 
(Purification or recovery); SPN (Synthetic preparation); THU (Therapeutic 
use); biol (Biological study); *-kEF (Preparation?,- PROC 
(Process) ,- USES (Uses) 

(preparation and purification of crystal lino form of perindopril erbumine 
monohydrate of high purity) 
RN 690267-97-1 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- { (28) - 2- [ [ (18) - 1- 

(ethoxycarbonyl) butyl) amino] - 1 -oxopropyl) octahydro- , (2S, 3aS, 7aS) - , compd , 
with 2-methyl-2-propanamine, hydrate (1: 1j 1) (CA INDEX NAME) 

CM 1 
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CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-). 




CRN 75-64-9 
CMF C4 Hll N 



NH2 
H J C— C— CH 3 
CH3 



107i33-36-fiP, Perindopril erbumine 

RL: PEP {Physical, engineering or chemical process); PRP (Properties) ; SPN 
(Synthetic preparation) j PREP (Preparation:; PROC (Process) 

(preparation and purification of crystalline form of perindopril erbumine 

monohydrate of high purity) 
107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, 1- I (23) -2- [ | ( 19) - 1- 

(ethoxycarbonyl) butyl) amino] - l-oxopropyl) octahydro- , (2S,3aS,7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



CRN 82834-16-0 
CMF C19 H32 N2 OS 



Absolute stereochemistry. Rotation (-). 
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preparation); PREP (Preparation); RACT (Reactant or reagent) 

(preparation and purification of crystalline form of perindopril erbumine 
monohydrate of high purity) 
RN 122454-52-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- ( (23) -2- U (IS) -1- 

( e thoxy car bony 1 > butyl) amino] - l-oxopropyl] octahydro- , phenylmothyl oster, 

(2S,3aS,7aS) - (CA INDEX NAME) 
Absolute stereochemistry. 




IT 324637- 23 - OP 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation and purification of ctytttailine form of perindopril erbumine 
monohydrate of high purity) 
RN 924637-23-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [ (29) -2- ( ( (19) * 1- 

(ethoxycarbonyl) butyl) amino] -l-oxopropyl) octahydro- , phenylmethyl ester, 
hydrochloride (lil), (2S,3aS,7a9) - (CA INDEX NAME) 

Absolute stereochemistry. 




• hci 
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10576386 



IN Jenko, Branko; ropar, Anton 
PA Lek Pharmaceuticals D.D. , Slovenia 
90 PCT Int. ApplV 28pp. 

CODBN : PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE 



5) Of 361 



10576386 
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APPLICATION NO, 



PI WO 2007017087 




Al 




2007021S 




HO 2006- 


EP7258 




pO«60724 


W: AE, 


AG, 


AL, 


AM, 


AT 


AU, AZ, 


BA, 


BB, 


BG, 


BR, BW, 


BY, 


BZ/^CA, CH 


CN, 


CO, 


CR, 


CU, 


CZ 


DE, DK, 


DM, 


DZ, 


EC, 


EE, EG, 


ES, 


FI, GB, GD 


GE, 


GH, 


GM, 


HN, 


HR 


HU, ID, 


IL, 


IN, 


IS, 


JP, KE, 


KG, 


KM, KN, KP 


KR, 


KZ, 


LA, 


LC, 


LK 


LR, L9, 


LT, 


LU, 


LV, 


LY, MA, 


MD, 


MG, MK, MN 


MX, 


MX, 


MZ, 


NA , 


NG 


NI, NO, 


NZ, 


OM, 


PG, 


PH, PL, 


PT, 


RO, RS, RU 


SC, 


SO, 


SE, 


SG, 


3K 


SL, SM, 


SY, 


TJ, 


TM, 


TN, TR, 


TT, 


TZ, UA, UG 


US, 


UZ, 


vc, 


VN, 


ZA 


ZM, ZH 














RH: AT, 


BE, 


BG, 


CH, 


CY 


CZ, DE, 


DK, 


EE, 


ES, 


FI, FR, 


GB, 


GR, HU, IE 


IS, 


IT, 


LT, 


LU, 


LV 


MC, ML , 


PL, 


PT, 


RO, 


SE, SI, 


SK, 


TR, BF, BJ, 


CF, 


CG, 


CI, 


CM, 


GA 


GN, GO, 


GH, 


ML, 


MR, 


NE, SN, 




TG, BW, GH 


GM, 


KE, 


L3, 


MX, 


MZ 


NA, SD, 


SL, 


SZ, 


TZ, 


UG, ZM, 


ZW, 


AM, AZ, BY 


KG, 


KZ, 


MD, 


RU, 


TJ 


TM 














PRAI 91 2005-214 






A 




20050725 














AB The present 


invention relates to a 


new 


process 


for the preparation of 



cryHial lint perindopril. The present invention also relates to new alkyl 
ammonium salts of perindopril and the processes for the preparation thereof. 
A pharmaceutical composition comprising a therapeutically effective amount of 
high pure crystalline perindopril or perindopril alkyl ammonium salts or 
inclusion complexes of perindopril or perindopril alkyl ammonium salts with 
cyclodextrins or their alkylated and hydroxyalkylated derivs. are also 
claimed. Thus, (29, 3a9, 7aS) -2-carboxyperhydroindole benzyl ester was treated 
with N- ( (9) - l-carbetoxy butyl) - (3) -alanine In acetonitrile in presence of O- 
(benzotriazol -l-yl) -N.N.N* ,N' - tetraraethyluronium to afford perindopril benzyl 
ester in yield of 88%. Hydrogenolysis of the latter over 10% Pd/C yielded 
crude perindopril. Crude perindopril obtained was treated with tert-octylamine 
affording crystalline tert-octylammonium salt of perindopril in yield of 78%. 
Pure perindopril was precipitated from the crystalline tert-octylammonium salt 
of perindopril in presence of sulfuric acid and extracted with diisopropyl 
ether as solid glassy material. 
IT U2S34-16-0P, Perindopril 9::4r.6 4 - 2i-6i> 

*242*4-2S-S? 

RL: PRP (Properties); RCT (Reactant); 3PN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); f REP '. Preparation J ; 
RACT (Reactant or reagent); USES (Uses) 

(preparation and compns. of crystalline perindopril and its alkyl 
ammonium salts) 
RN 82834-16-0 CAPLUS 

CN iH-indole-2-carboxylic acid, 1- [ (29) -2- [ [ (IS) -1- 

( e thoxy carbonyl) butyl] amino) -l-oxopropyl] octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 924264-24-4 CAPLUS 

CN 1H- indole- 2- carboxylic acid, I- I (29) -2- 1 1 (13) -1- 

(ethoxycarbonyl) butyl J amino) -l-oxopropyl) octahydro- , (2S,3as,7aS) - , 
with 2, 2-dimethyl-l-propanamlne (1:1) (CA INDEX NAME) 

CM 1 

CRN B2834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation {-). 



compd. 



HN^^Pr-. 




CRN 5813-64-9 
CMF C5 H13 N 



924264-25-5 CAPLUS 

lH-Indole-2-carboxyllc acid, 1 - [ (28) -2- ( { ( IS) - 1 - 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl ) octahydro- , (2S,3as,7aS) -, compd. 
with 2,4,4-crimothyl-2-pentanamine (1:1) (CA INDEX NAME) 

CM 1 



Absolute stereochemistry. Rotation (-). 
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CRN 107-45-9 
CMP C8 H19 N 



NHJ 



Ij.jii •» »(.», perindopril erbumine 

RLi PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use) ; 
biol (Biological study); PKEP (I'ropa ration' ; uses (Usee) 

(preparation and compns. of crystal liiUi perindopril and ita alkyl 

ammonium salts) 

107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, 1- I <2S) -2- I [ (IS) -1- 

(•thoxycarbonyl) butyl J amino] - l-oxopropyl] octahydro- , <28,3aS,7a9) - , compd. 
with 2-methyl-2-propanamlne Uii) (CA index name) 

CM 1 

CRN 12134- 16-0 
CMP C19 H32 N2 05 



Absolute stereochemistry . Rotation (-) . 




r 

H3C-0-CH3 

CH 3 



&£42tl-23-3P 

RL: RCT (Reactant); 8PN (Synthetic preparation); PKEP 
t Pre pa rat ion; j RACT (Reactant or reagent) 

(preparation and compns. of crysiai iino perindopril and its alkyl 

ammonium salts) 
924264-23*3 CAPLUS 

lH-lndole-2-carboxylic acid, 1- 1 (28) -2- [ [(IS) -1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- , (23,3as, 7aS) - , 
benzoate <1<1) (CA INDEX name) 

CM l 

CRN 82834-16-0 
CMP CI 9 H32 H2 OS 



Absolute stereochemistry. Rotation (-). 




CRN 65-85-0 
CMF C7 K6 02 



or 



i-o, 



IT e263-i-16»0D, Perindopril, inclusion complexes with cyclodextrins 
■524 ::64 - i-4 inclusion complexes with cyclodextrins 
CM 2 PS4264-3S-SD, inclusion complexes with cyclodextrins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
CRN 75-64-9 (preparation and compns. of crystalline perindopril and its alkyl 

CMP c 4 H 1 1 N ammonium salts) 
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RN S2S34-16-0 CAPLUS 

CN lH-lndolo-2-caiboxylic acid, l- I (28) -2- ( [ (IS) -1- 

(ethoxycarbonyl) butyl] amino! - 1 -oxopropyll octahydro- , (28, 3aS. 7aS) - 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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CRN 82834-16-0 

I CA CMF CI 9 H32 N2 05 

Absolute stereochemistry. Rotation (->. 




RN 924264-24-4 CAPLUS CM 2 

CN iH-indole-2-carboxylic acid, 1- {(28) -2 - [ { (IS) - 1- 

(ethoxycarbonyl) butyl) amino) • l-oxopropyl) octahydro- , <2S, 3aS, 7aS) - , compd. CRN 107-45-9 

with 2,2-dimethyl-l-propanamine (lil) (CA INDEX NAME) CMF C8 Hi 9 N 

CM 1 

CRN 82834-16-0 NH2 

CMF CI 9 H3 2 N2 06 M «- c- ch 2 - CM.j 

Absolute stereochemistry. Rotation <-) . 




CRN 
CMP 



5813-64-9 
CS HI 3 N 



H.,C-CMj-BH; 



924264-2S-S CAPLUS 

1H- lndole-2-catbOxylic acid, l- f (28) -2- I ! US) - 1- 

lethoxycut'Oonyl ) butyl] amino] - l-oxopropy 1] octahydro - , (28 ,3a3, 7aS) - 
with 2,4 , 4-trim«Lhyl-2-pentanamine (1:1) (CA INDEX NAME) 



RE.CNT 3 / THERE ARB 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 
/ ALL CITATIONS AVAILABLE IN THE RE FORMAT 



/aN»Ar 30 

VflOT7 1 15095 



SO 



I 30 OF 1|« CAPLUS COPYRIGHT 2007 ACS On STN 
1150959 CAPLUS Fulltext 
146:206198 

Process for the preparation of intermediates of perindopril 

JoBhi, Narendra Shrir*n; Ramam, Buddha varapu Pattabhi; Bodkhe, Arjun 

Rajaram / 

Olenmark PharmaceJt Ucals Limited, India 
U.S. Pat. Appl. PuVl. , 7pp. 
CODEN: USXXCO 



DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



APPLICATION NO. 



PI US 2007032661 
IN 2005MU00903 

PRAI IN 200S-MU903 

US 2005-713000P 

OS CAS REACT 146:206198; 

GI 



20070208, 
20070706/ 
200508/5 
20<ftae3i 
t 14VT2O619 



US 2006-495102 
IN 2005-MU903 



2006072B 
20050803 



CM 1 



t 05763 86 
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... 



AB A process for the preparation oE (23, 3aS, 7as> -perhydroindole- 2 -carboxylic acid 
(I) is provided comprising (a) esterifying a cis-perhydroindole-2- carboxylic 
acid (II) with a first ale. of the formula ROH and a suitable free acid to 
provide the acid salt II. AS (Ad - acid), (b) reacting the acid salt with a 
first base to provide an ester (III) , (c) treating the product of step (b) 
with an L-tartaric containing acid in a second ale. of the formula ROH to 
precipitate an ester salt III.L-tartarate, (d) reacting the ester salt with a 
second base to provide an ester III, and (e> hydrolyzing the ester to provide 
the desired compound I. Thus, cis-perhydroindole-2- carboxylic acid was 
esterified with benzyl ale. in the presence of p-toluenesulfonic acid under 
refluxing with azeotropic removal of water to give benzyl perhydroindole-2- 
carboxylate p-toluenesulfonate which was treated with triethyl amine in CH2C12 
to give benzyl cis-perhydroindole-2- carboxylate (IV) . A solution of IV with 
methanol was treated with a solution of dibenzoyl- L-tartaric acid in methanol 
and the resulting mixture was stirred at 25° for ,apprx,30 min,' heated at 
.apprx.6o» for .apprx.l h, and cooled to 15", followed by filtering the 
precipitated solid and drying at .apprx.60» to give benzyl (28, 3aS, 7aS) - 
perhydroindole-2- carboxylate L-tartarate (V) . V was added to CH2C12, treated 
with aqueous NaOH solution, stirred for l h to give, after workup, benzyl 
[23, 3aS, 7aS) - perhydroindole-2-carboxylate which was refluxed in a 
NaOH /aqueous methanol solution for .apprx.2 h, adjusted to pH .apprx.6 to 
.apprx.7 with dilute aqueous HC1 solution, concentrated, treated with ethanol, 
refluxed, filtered to remove inorgs., and concentrated to give I. I was 
converted into perindopril tert-butylamine salt which is a prodrug for 
perindoprilat (angiotensin converting enzyme inhibitor) and used to treat 
hypertension . 

IT »J2'J34- ;£-0P, Perindopril 107133-3C-SP, Perindopril 
tert-butylamine salt 

RL : IMF (industrial manufacture); SPN (Synthetic preparation); frkp 
i Preparation j 

(preparation of (23, 3aS, 7as) -perhydroindole- 2-carboxylic acid as 
intermediate for perindopril) 

RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (2S> -2- I [ US) -1- 

(ethoxycarbonyl) butyl ) amino] - l-oxopropyl] octahydro- , <2S , 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



ape 



RN 107133- 36- B CAPLUS 

CN 1H- indole- 2- carboxylic acid. 1- [ (28) -2- I ( US) - 1- 

(ethoxycarbonyl ) butyl] amino] - l-oxopropyl J octahydro- . (23 ,3 as, 7a3) - , compd. 
with 2-methyl-2-propanamine Hill (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMP C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 



CRN 75-64-9 
CMF C4 Hll N 



HjC-C-CHj 
CHJ 



I j JfNSWER 31 O; 
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Reduction in Arterial stiffness with Angiotensin II Antagonism and 
Converting Enzyme Inhibition 

Asia; Ismail, Shaiful Bahari ; Naing, Lin; Roshan, Tariq Mahmood; 
Abdul Rashid Abdul / 
School of Dental Sciences, University Jain* Malaysia, Kelantan, Malay. 
American Journal of Hypertension (2to/ , 20(2), 184-189 
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CODEN: AJHYE6 ; ISSN: 0895-7061 
PB Elsevier Inc. 
DT Journal 
LA English 

AB Background: Data comparing the effect of losartan and perindopril on aortic 
stiffness among hypertensive subjects without A1166C r>sIyrECi"phiax. was not 
available. Methods: The short-term and long-term effects of losartan (50 mg) 
and perindopril (4 mg) on aortic stiffness measured as carotid femoral pulse 
wave velocity (pwv) were compared in 39 middle-aged Malay subjects with mild- 
to-moderate hypertension in a 4-mo, double-blind, randomized, controlled, 
parallel-design study. Results: Four-month treatment with both drugs showed a 
significant reduction in blood pressure (BP) (P < .005) and PWV (P < .05) as 
compared to the baseline. On the other hand l-mo treatment showed a 
significant reduction in BP only in perindopril group (P < .05) but not in the 
losartan group. There was no significant reduction in pulse pressure and PWV 
after l mo treatment by both drugs. No significant difference was seen in 
reduction in BP after 1 mo and 4 mo treatment between the two drugs. Similarly 
no significant difference was seen in reduction in pwv between the two drugs 
after l mo (P - .613) and 4 mo (P - .521) of treatment. Reduction in PWV by 
losartan (r - 0.470) and perindopril (r - 0.457) correlated significantly only 
with reduction in DBP (P < .05) and remained significant even after 
controlling for reduction in DBP (P < .05). Reduction in PWV by both losartan 
and perindopril was independent of reduction in BP by these drugs. 
Conclusions: These results showed that long-term treatment with losartan shows 
similar pressure independent reduction in PWV as perindopril among Malay 
hypertensive subjects with a homogenous *AA" genotype for angiotensin II type 
l receptor and may serve as a suitable alternative to perindopril. 
IT fcift34-lfi-C, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(angiotensin converting enzyme inhibitor perindopril reduced arterial 
stiffness as was evident by reduction in carotid femoral pulse wave 
velocity in hypertensive Malay patient without ATIR A1166 
polymorphism) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- ( (28) -2- ( [ US) -1- 

( ethoxycarbonyl) butyl 1 amino] - l-oxopropyl] octahydro- , (23 , 3aS, 7aS> - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




HN^^Pr-i 
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(ethoxycarbonyl )butyll amino) -l-oxopropyl J octahydro- 1H- indole- 2-carboxylic 

acid (perindopril) and its tert-buty) amino salt 
IN Gunjal, Sanjay Tukaram; Jadhav, Dilip Uttam; Kumar, Ashok; Arpana, Mathur; 

Panda, Nalinakahya Balaram; Soudagar, Satish Rajanikant 
PA India 

so u.s. Pat. Appl. Publ., 10 pp., 
CODEN: USXXCO 

DT Patent 
LA English 
FAN. CNT 3 

PATENT NO. 



Cont.-in-part of U.S. Ser. No. 140,226. 



KIND DATE 



PI 



US 2007021490 
IN 2005MU00017 
US 2006178422 
PRAI IN 2005-MU17 

US 2005-140226 
IN 2004-MU566 




APPLICATION NO. 

us anofi. mno 
IN 2005-MU17 
US 2005-140226 



20060103 
20050106 
20050527 



A 2004051B 
OS CASREACT 146:184735; MARPAT 146:184735 

AB The invention relates to the preparation of perindopril I (23, 3aS, 7aS) -1 - ( (2S) - 
2- ( (S) -1- (ethoxycarbonyl )butylamino)propionyl] octahydro- 1H- indole- 2- 
carboxylic acid), its salts, and its novel intermediates, specifically aralkyl 
ester salts. Thus, ( 2S , 3aS , 7aS) -octahydro- 1H- indole- 2 -carboxy 1 ic acid was 
treated with N- ( (S) - 1 - (ethoxycarbonyl ) butyl ) -L-alanine in CH2C12 in the 
presence of Et3N, 1 -hydroxybenzotriazolo, and dicyclohexylcarbodi imide to 
afford 99% perindopril benzyl ester. Conversion of the latter into the oxalate 
salt, followed by hydrogenolysis over 5% Pd/C and reaction with tert- 
butylamine yielded perindopril erbuminc. 
IT U245<J-5t-SP &&7&22-11-1P 3 5>7922 - 12 -2P 

8S7v22-13-.JP Sa7y2n- 14-4J' Wi2'+- 15-SP 

?9?92?-l£-£P 0*7922- 1S-6P 3v79Sr-19-9P 

8i*7r2:.-20-?P S:J-?2:>^1-3P 997925-2r.-4F 

397327.- 23 -r.U S97922- 24 - KP 3*7927- 

&<»7922-2*-S? &'.T"»i2-27-9P 

RL: IMF (industrial manufacture); RCT (Reactant) ; SPN (Synthetic 
preparation) ; i-REi- t Pi 6pa rat ion) ; RACT (Reactant or reagent) 

(process for synthesis of perindopril, its salts and its aralkyl aster 
salt intermediates) 
RN 122454-52-8 CAPLUS 

CN 1H- Indole- 2- carboxylic acid, 1- ( (23) -2- ( ( US) - 1- 

( ethoxycarbonyl ) butyl] amino] -l-oxopropyl] octahydro- , phenylmethyl ester, 
(23, 3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 8 97922-11-1 CAPLUS 

CN Butanedioic acid, 2 , 3-bls [ (4 -methyibensoyl) oxy] - , (2R,3R)-, compd. with 

phenylmethyl (21 , 3a8 , 7a*> - 1- [ (2S)-2- ( (US) -1- (ethoxycarbonyl) butyl] amino] - 
l-oxopropylloctahydro-lH-indole-2-carboxylate (Ii7) (CA INDEX NAME) 

CM 1 

CRN 1224 54- 52-1 
CMF C26 H3S N2 OB 

Absolute stereochemistry . 



o 




CM 2 

CRN 32634-66-5 
CMF C20 HIS OB 

Absolute stereochemisii-y . Rotation (-). 




RN H 97922 - 12 -2 CAPLUS 

CN Butanedioic acid, 2,3-blst (4-methylbenzoyl)oxy) - , (2R,3R)-, compd. with 
(2S,3aS,Va8) -1- [(28) -2- t J (IS) -1- (ethoxycarbony 1 ) butyl } amino] - 1 - 
oxopropyl I octahydro-lH- Indole- 2 -carboxy lie acid (Is?) (CA INDEX NAME) 

CM 1 

CRN 82134-16-0 
CMF CI 9 K32 N2 06 

Absolute stereochemistry. Rotation (•). 




CM 2 

CRN 32634-66-5 

CMF C20 HIB 08 

Absolute stereochemistry . Rotation (-). 




RN 897922-13-3 CAPLUS 

CN Butanedioic acid, 2 , 3-dihydroxy- (2R.3R)-, compd. with phenylmethyl 
(23,3as,7as) -l- [(23) -2- I [ (is)-l- (ethoxycarbonyl ) butyl) amino] - l - 
oxopropyl]octahydro-lH- indole- 2- carboxy late (l:?) (CA INDEX NAME) 

CM l 

CRN 1224S4-52-8 
CMF C26 H38 N2 05 

Absolute stereochemistry. 




CM 2 
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CRN 87-69-4 
CMF C4 Ht 06 

Absolute stereochemistry. 




.coaH 



RN 897922-14-4 CAPLUS 

CN Butanedioic acid, 2 , J-dlnydroxy- (2R.3R)-, compd. with 

1 28, 3aS,7as> -1- [ (28) -2- I I (18) -1- (ethoxycarbonyl ) butyl ] amino} - 1- 
oxapropyl|octahydro-tH-lndole-2-carOoxylic acid (li?) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry . Rotation <-). 



apqc~- 



CM 2 

CRN 87-69-4 
CMF C4 H6 06 

Absolute stereochemistry. 




RN 897922-15-5 CAPLUS 

CN lH-Indole-2-carboxyllc acid, l- 1 (28) -2- I ( ( 18) - 1- 

( ethoxycarbonyl) butyl I am inol - l-oxopropy 1) octahydro- , phenylmethyl ester, 
<28.3a8,7as)-, phosphate (it?) (CA index name) 
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CRN 1224 54-52-8 
CMF C26 H3 8 N2 05 

Absolute stereochemistry. 




CM 2 

CRN 7664-38-2 
CMF H3 04 P 




RN 897922-16-6 CAPLUS 

CN 1H- indole- 2- carboxy lie acid, l- [ <2S) -2- ( ( < IS) - l- 

(ethoxycarbonyl) butyl 1 amino] -l-oxopropyl] octahydro- , (23, 3 as, 7aS) - , 
phosphate (It?) (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMF CI 9 H32 N2 05 

Absolute stereochemistry. Rotation (-). 




CM 1 
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CM 2 

CRN 7664-38-2 

CMF H3 04 P 




RN 897922- 18 -8 CAPLUS 

CN l , 2-Benzenedicarboxylic acid, compd. with phenylmethyl 

(2S,3as,7aS) -l- [ (23) -2- ( { (13) -i- (ethoxy car bony 1 ) butyl) aminol - 1 - 
oxopropyl)octahydro-lH- indole- 2 -carboxylate (it?) (CA INDEX NAME) 

CM l 

CRN 122454-52-8 
CMF C26 H3 8 N2 OS 

Absolute stereochemistry. 




CM 2 

CRN 88-99-3 
CMF CB HG 04 
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CM 1 

CRN 122454-52-8 
CMF C26 H38 N2 05 

Absolute stereochemistry. 



o 




CM 2 

CRN 3144-16-9 
CMF CIO H16 04 S 

Absolute stereochemistry. Rotation (.). 




RN 897922-20-2 CAPLUS 

CN 1H- Indole -2-carboxylic acid, l - [ (23) - 2- | ( ( 13} - 1- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyll octahydro- , phenylmethyl ester, 
(2S,3a3,7aS) - , 2-hydroxy-l,2,3-propanetricarboxylate (1:7) (CA INDEX 
NAME) 



C02H 
C0]H 



CRN 122454-52-8 
CMF C26 H3B N2 05 



Absolute stereochemistry. 



RN 897922-19-9 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- ( <2S) -2- [ I (IS) -1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl] octahydro- , phenylmethyl ester, 
(2S,3aS,7aS) - , (13, 4R) - 7 , 7 -dime thyl - 2-oxobicyclo (2 . 2 . 1 ) heptane- 1 - 
methanesulfonate (1:7) (CA INDEX NAME) 
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897922-22-4 CAPLUS 

lH-lndole-2-carboxylic acid, 1- 1 US) -2- 1 [ ( IS) -1- 

(ethoxycarbonyl) butyl) amino) - l -oxopropyl ) octahydro- , (2S, 3aS, 7aS) - , 
(13.4R) - 7, 7-dimethyl- 2-oxobicyclo (2. 2.1) heptane- 1 -methanesulfonate (1:7) 
(CA INDEX NAME) 



CRN 77-92-9 
CMF C6 H8 07 



CRN 82834-16-0 
CMF C19 H32 N2 OS 



Absolute stereochemistry. Rotation (-). 



C02H 

ho 2 c-ch 2 - t— CH2-C02H 

OH 



RN 897922-21-3 CAPLUS 

CN 1,2-Benzenedicarboxylic acid, compd. with (2S, 3aS, 7aS) -1- ( (2S) -2- [ [ (is) -1- 
(ethoxycarbonyl) butyl] amino) -l-oxopropyl) octahydro- 1H- indole-2-carboxylic 
acid (1:7) (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMF CI 9 H32 N2 05 

Absolute stereochemistry. Rotation (-). 




CM 2 

CRN 88-99-3 
CMF CB H6 04 




CM 2 

CRN 3144-16-9 
CMF CIO H16 04 S 

Absolute stereochemistry. Rotation (♦). 




RN 897922-23-5 CAPLUS 

CN ih- Indole -2-carboxylic acid, 1 - 1 (28) -2- I [ (13) - 1- 

(ethoxycarbony 1) butyl) amino] - l-oxopropyl] octahydro- , (2S , 3aS , 7aS) - , 
2-hydroxy-l,2,3-propanetricarboxylate (1:7) (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMF C19 H32 N2 05 
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Absolute stereochemistry. Rotation (*>. 




CM 2 

CRN 77-92-9 
CMP C« Hi 07 



coaM 

HOaC-CMa- b-CHj-C02H 



RN 897922-24-6 CAPLUS 

CN Butanedioic acid, 2 , 3-bis ( (4-methylbensoyl) oxy] - , (28,39)-, compd. with 

phenyl methyl (2S, 3aS, 7al> - 1- ( (28) -2- ( ( (IS) - 1- (ethoxycarbony 1) butyl] amino] - 
l-oxopropyl] octahydro- 1H- indole- 2- carboxylate (1:7) (CA INDEX NAME) 

CM 1 

CRN 122454-52-8 
CMF C26 H3B N2 08 

Absolute stereochemistry. 




CM 2 
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CRN 32634-68-7 
CMP C20 HIS 08 

Absolute stereochemistry. Rotation {♦>. 




RN 897922-25-7 CAPLUS 

CN Butanedioic acid, 2, 3-bis ( (4-methylbenzoyl) oxyl - , (29,39)-, compd. with 
(28, 3aS,7aS) -1- ( (29) -2- [ t (IS) -1- (ethoxycarbonyl ) butyl] amino] -1- 
oxopropy 1 ) octahydro- 1H- indole- 2- car boxy lie acid (1:7) (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMF C19 H32 N2 OS 

Absolute stereochemistry. Rotation (-) . 




CM 2 

CRN 32634-68-7. 
CMF C20 H18 09 

Absolute stereochemistry. Rotation (♦). 




RN 897922-26-8 CAPLUS 

CN Butanedioic acid, 2 , 3- bis (benzoyloxy) - , (2R, 3R) - rel - , compd. with 

phenylmethyl (29, 3aS,7aS) - 1- I (2S) -2- [ [ (IS) - l - (ethoxycarbonyl ) butyl] amino) 
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l-oxopropyl) octahydro- ih- indole- 2 -carboxy late (1:7) (CA INDEX NAME) 

CM l 

CRN 122454-S2-8 
CMF C2« H3 8 N2 OS 

Absolute stereochemistry. 




CM 2 

CRN 22333-70-6 
CMP C18 H14 08 

Relative stereochemistry . 




RN 197922-27-9 CAPLUS 

CN Butanedioic acid, 2, 3 -bis (benzoyloxy) -, <2R. 3R) -rel- . compd. with 
(2S,3aS,7aS) -l- ( (2S) -2- (((IS) -1- (ethoxycarbony 1 ) butyl ] amino] -1- 
oxopropylloctahydro-lH-indole-2-carboxylic acid (li?> (CA index name) 

cm 1 

CRN 92934-16-0 
CMP CI 9 H32 N2 05 

Absolute stereochemistry. Rotation (-). 
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cm 2 

CRN 22333-70-6 
CMF C18 H14 OB 

Relative stereochemistry. 




IT ifT'l U-36-SP, Perindopril erbumine 

RL: IMF (Industrial manufacture),- SPN (Synthetic preparation); PREP 

{J-riiijja ration; 

(process for synthesis of perindopril, its salts and its aralkyl ester 
salt intermediates) 
RN 107133-36-8 CAPLUS 

CN 1H- Indole- 2 -carboxy lie acid, 1- I (2S) -3- [ ( (IS) - 1- 

(ethoxycarbonyl) butyl] amino] - l-oxopropyl] octahydro- , (2S, 3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 
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CRN 75-64-9 
CMF C4 Hll N 



HH3 
HjC— C-CH 3 



8*7922-05-7 69-922-10-0 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(process for synthesis of perindopril, its salts and its aralkyl ester 
salt intermediates) 

« 97922- 09- 7 CAPLUS 

1H- Indole- 2 -carboxy lie acid, 1- t (2S) -2- [ [ US) -X- 

(ethoxycarbonyl) butyl] amino) - 1-oxopropyl] octahydro- , phenylmethyl ester, 
<2s; 3as, 7aS) - , ethanedioate lit?) (CA INDEX NAME) 

CM 1 

CRN 1224 54-52-8 
CMF C26 H3B N2 OS 



Absolute stereochemistry. 




CRN 144-62-7 
CMF C2 H2 04 



JU-o 



RN 897922-10-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- ( (2S) -2- 1 1 ( IS) -l- 

(ethoxycarbony 1) butyl) amino) - 1-oxopropyl] octahydro- , (2S, 3aS, 7aS> - 
ethanedioate (1:7) (ca index name) 

CM 1 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-) . 



CRN 144-62-7 
CMF C2 H2 04 



4-y. 
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TI Process for the p/eparation of perindopril 

IN Nath, Asok; Praaftd, Mohan 

PA Ranbaxy LaborAfcries Limited, India 

so PCT int. Appl., 17pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN. CNT 1 

PATENT NO. KIND DATE APPLICATION NO. 



PI WO 2007004165 



A2 



20070111 W0 2006-IB52191 



WO 2007004165 A3 20070322 

Wi AB, AG, AL, AM, AT, AU, AZ. BA 

CN, CO, CR, CU, CZ, DE, DK, DM 

GE, GH, GM, HN, HR, HU, ID, IL 

KR, KZ, LA, LC, LK, LR, LS, LT 

MW, MX. MZ, NA, NG, NI , NO, UZ, 0M, PG, PH 

SC, SD, SE, SO, SK, SL, SM, SY, TJ, TM, 

US, UZ, VC, VN, ZA, ZM, ZW 



date) 



BB, BG, BR, BW, 
DZ, EC, EE, EG, 
IN, IS. JP, KE, 
LU, LV, LY, MA, 
PL, 

TN. tr, 



Ntf*0629 

BY, BZ, CA, CH, 

ES, FI, GB, GD, 

KG, KM, KM, KP, 

MD, MG, MK, MN, 

PT, RO. RS. RU, 

TT, TZ, UA, UG, 
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RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 
IS, IT, LT, LU, LV, MC, NL , PL, PT, RO, SE, SI, SK, TR, BF, BJ, 
CF. CG, CI, CM, GA, GN, GO, GW, ML, MR, NE, SN, TD. TG, BW, GH, 
GM. KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM 

PRAI IN 2005-DE1694 A 20050630 

OS CAS REACT 146:1223 05 

AB An improved process for the preparation of perindopril I(2S, 3aS, 7aS) - 1- [ (23) - 
2- t (S) -1- (ethoxycarbonyDbutylamino)propionyl] octahydro- lH-indole-2- 
carboxylic acid) comprises treating silylated (23 , 3aS, 7aS) -2- 
carboxyperhydro indole with N- I (S) - 1- (ethoxycarbonyl) butyl) -L-alanyl chloride 
hydrochloride. In an example, silylation of (23, 3as, 7as) -2- 
carboxyper hydro indole was carried using hexamethyldisilazane and imidazole in 
methylene chloride. Crude perindopril was converted to perindopril tert- 
butylamine salt. 

IT B2334-16-CP, Perindopril 10713 )- 36-81', Perindopril 
erbumine 

RL: IMF (Industrial manufacture), SPN (Synthetic preparation), PHEP 
{Preps rut icn) 

(preparation of perindopril by acylation of silylated 
car boxy perhydroindole) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- [ (2S) -2- I [ (13) -l- 

( ethoxycarbonyl) butyl) amino) -1-oxopropylJ octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (->. 



CRN 75-64-9 
CMF C4 Hll N 
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Thienopyrimidines for pharmaceutical compositions and their preparation 
and use as kinase inhibitors 

Jaekel, Stefad; Murfin, Stefen, Taylor, Steven, Aicher, Babette, Kelter, 

Arnd-Rene, Colli Iter, Thomasstefen 

Develogen ARftiengesellschaf t, Germany 

PCT int. Appl., 180pp. 

CODEN: PIXXD2 

Patent 

English 



107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, 1- [ (23) -2- [ [ (is) -l- 
( ethoxycarbonyl ) butyl ] aminol -1-oxopropyl] octahydro- 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



(2S,3aS,7aS)-, compd. 



CM 



1 



82834-16-0 
C19 H32 N2 OS 



CNT 1 

PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


L 


WO 2006136402 




Al 




20061228 




WO 2006- 


EP5980 








W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, GB, 


GD, 




GB, 


GH, 


GM, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, KN, 


KP, 




KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, MK. 


MN, 




MW, 


MX, 


MZ, 


NA, 


NG, 


NI , 


NO, 


N2 , 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, RS, 


RU, 




SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ. UA, 


UG, 




us, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


ZW 


















RW: 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, HU. 


IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, BF, 


BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GO, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, BW, 


GH, 




CM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ. 


TZ, 


UG, 


ZM, 


ZW, 


AM, AZ, 


BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




















t EP 2005 


-13500 




A 




20050622 



















Absolute stereochemistry. Rotation (-). 
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:^c- ., ceo 

"CO- , o6-~ „ 



AB The invention relates to pharmaceutical compns. of formula 1 comprising 

thienopyrimidine compds. compound of formula 1 wherain X ia O, 8, S02, CH2, 
CO, NH and derivs., etc.; Rl - R3 are independently H, ci-6 alkyl, Cl-6 alkyl- 
C3-X0 (hetero) cycloalkyl , C3-10 cycloalkyl, C6-10 aryl, etc.; R4 ia H, C1-4 
alkyl. (thio)ures, (un ) aubat I tuced acetyl, 5- to 6 -members heterocycle; R6- - 
R9 are independently H halo, CN, C02H and derive., OH and derive., CONH2 and 
derive., S02NH2 and derivs. m etc.; and chair metabolites, prodrugs and 
pharmaceut ical ly acceptable salts thereof, are claimed. Moreover, the present 
invention relates to the use of the thienopyr imidine compds . ot the invention 
lor the production ot pharmaceutical compns. for the prophylaxis and/or 
treatment ot diseases which can be InMuanced by the inhibition ot the kinase 
activity ot Mnkl and/or Mnk2 (Mnk2a or Mnk2b) and/or variants thereof. 
Example compound It was prepared by substitution ot 2- f luoronitrobenzene with 
j -hydroxy tetrahydrot uran/ the resulting 3 - (2 -ni trophenoxy) tet rahydrof uran 
underwent hydiogenation to give 3 - (2-aminophenoxy) tetrahydrot uran, which 
underwent arylation with 4-chloro- 5, 6-dlmethylthieno (2, 3-dl pyrimidine . All 
the invention compds. were evaluated for their kinase inhibitory activity. 

IT -0, Perlndopril 

RLi PAC (Pharmacological activity) ; THU (Therapeutic use); BIOL 
(Biological study); USES (uses) 

(preparation of thienopyr imidine compds. useful in prophylaxis and 

treatment 

of diseases) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole -2-carboxylic acid, l- [ (28) -2- ( I <1S) -1- 

(ethoxycarbonyl) butyl] amino] - l -oxopropyl] octahydro- , (28, 3aS, 7aS> - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (->. 




DN 146:101038 

Tl Process for industrially-viable preparation of perlndopril erbumine 
in Potluri, Ramesh Babu; venkata Subramanian, Hariharakrishnan; Mulakala, 

Atchuta Ramayya Chowdary; Kodali, Hari Prasad 
PA India 

SO PCT int. Appl. , 17pp. 
CODEN : PIXXD2 



DT Patent 
LA English 

FAN.CNT 1 

PATENT NO. 




KIND 


DATE 




* / 

APPu^tATION NO. 




DATE 


J. 


PI WO 2006137082 
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20061228 
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2 001a, 




N: AE, AO, 
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AM, 


AT, 
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BA, 


BB, BG, BR, BW, 
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BZ, CAT 


CH, 


CN, CO, 


CR, 


CU, 


CZ, 


DE , DK, 


DM, 


DZ, EC, EE, EG, 


ES, 


PI, OB, 


GD, 


GE, GH, 


OM, 


HR, 


HU, 


ID, IL, 


IN, 


IS, JP, KE, KG, 


KM, 


KN, KP, 


KR, 


KZ, LC, 


LK, 


LR, 


LS, 


LT. LU, 


LV, 


LY, MA, MD, MO, 


MK, 
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MX, 


MZ, NA, 


NG, 


NI, 


NO, 


NZ, OM, 


PG, 


PH, PL, PT, RO, 


RU, 


SC, 3D, 


SE, 


SG, SK, 


SL, 


SM, 


SY, 


TJ, TM, 


TN, 


TR, TT, TZ, UA, 


UG, 


US, UZ, 


vc. 


VN, YU, 


ZA. 


2M, 


ZW 














RW : AT, BE, 
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CZ, DE, 


DK, 


EE, ES, ri, PR, 


GB, 


GR , HU, 


IE, 


19- IT, 


LT, 


LU, 


LV, 


MC, NL, 


PL, 


PT, RO, SE, SI, 


SK, 


TR, BP, 


BJ, 


CF, CG, 


CI, 


CM, 


GA, 


GN, GQ, 


GW, 


ML, MR, NE, SN, 


TD, 


TG, BW, 


GH, 


GM, KE , 


LS, 


MW, 


MZ, 


NA, SD, 


SL, 


SZ, TZ, UO, ZM, 


ZW, 


AM, AZ, 


BY, 


KG, KZ, 


MD, 


RU, 


TJ, 


TM 












IN 2005CH00783 




A 




20070727 




IN 2005-CH7B3 




20050623 


PRAI IN 20G5-CH7S3 




A 




20050623 













OS CASREACT 146:101038; MARPAT 146 i 101038 

AB A novel method for the preparation of perindopril erbumine ( (2S , 3aS, 7as) -l - [N- 
[ (s) - 1- (ethoxycarbonyl) butyl] - L-alanyl] octahydro- 1H- indole- 2-carboxylic acid 
tert-butylamine salt] comprises treating (2S, 3aS, 7aS) -octahydro-lH- indole-2- 
carboxylic acid (I) esters with N- ( <S) -l- (ethoxycarbonyl) butyl J -L- alanine, 
followed by deprotection and conversion to the erbumine salt. I benzyl eater 
hydrochloride was prepared from hexahydroindol ine- 2-carboxylic acid 
hydrochloride by catalytic hydrogenation, followed by estarif ication and 
resolution with dibenzoyl-L- tartaric acid or benzyloxycarbonyl-L- 
phenylalanine . 

IT 1071.33 -34-9P, Perindopril erbumine 

RL: IMP (Industrial manufacture); SPN (Synthetic preparation); PRSP 
(Preparation) 

(preparation of perindopril erbumine) 

RN 107133-36-8 CAPLUS 

CN 1H- Indole- 2-carboxylic acid, l- [ (2S) -2- { [(IS) -l- 

(ethoxycarbonyl) butyl] amino] - 1-oxopropyl] octahydro- , (2S, 3aS,7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CN 1 

CRN 82834-16-0 
CMP CIS H32 N2 05 

Absolute stereochemistry. Rotation (-). 
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CRN 75-64-9 
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Process for the preparation of perindopril 

Slnha, Brajesh Kumar; Vadfci, Pandu Ranga Rao; Budidet, Shankar Reddy; 
Dandala, Ramesh; Meenakshi sunde ram, Sivakumaran 
Aurobindo Pharma Limitt* India 



SO PCT Int. Appl 
CODBNi PIXXD2 

DT Patent 
LA English 
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LU, 
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NO, 
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PL, 


PT, RO, 


RU, 
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SK, 


SL, 
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SY, 
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TZ, UA, 
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US, UZ, VC, 
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YU, 


ZA , 
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NE, SN, 
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TG, BW, GH, 
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IN 2005-CH1355 A 20050926 

OS CASREACT 146:45750; MARPAT 146:45750 

AB An improved process for the preparation of perindopril { (23 , 3aS , 7aS) - 1- ( (2S 
2- [ (9) - 1- (ethoxycarbonyl) butylaminolpropionyl] octahydro- 1H- indole-2- 
carboxy lie acid] comprises treating (2S, 3aS, 7aS) -octahydro- 1H- indole- 2- 
carboxylic acid benzyl eater p- tolueneaul fonic acid salt with N-[(S)-l- 
( ethoxycarbonyl) butyl) -L-alanine [e.g., in MeCN in the presence of 4- 
(dimethylamino) pyridine] , followed by hydrogenolysis of perindopril benzyl 
ester over 5% Pd/C. 

IT 82fc34-;6-0i", Perindopril 

RL: IMF (industrial manufacture); RCT (Reactant) ; SPN (Synthetic 
preparation); PKEV (Preparation); RACT (Reactant or reagent) 
(preparation of perindopril) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2- carboxyllc acid, 1- [ (28) -2- ( I (IS) -1- 

( ethoxycarbonyl) butyl] amino] - l -oxopropyl] octahydro- , (28,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



1071J3-3S-SP, Perindopril erbumine 

RL: IMP (Industrial manufacture); SPN (Synthetic preparation); PRSP 

rat i.Gft; 

(preparation of perindopril) 
107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, 1 - [ (2S) - 2- [ [ ( IS) - 1- 

(ethoxycarbonyl) butyl] ami no] - 1 -oxopropyl ] octahydro- , (2S,3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



CRN 82834-16-0 
CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-). 
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CRN 75-64-9 
CMF C4 HU N 



r 

HjC-fc-CH} 

1:hj 



IT 1.1^454-52-3F 

RL: RCT (Reactant); SPN (Synthetic preparation); FRSP 
! Preparation') ; RACT (Reactant or reagent) 
(preparation of perindopril) 
RN 122454-52-8 CAPLUS 

CN 1H- indole- 2 -carboxylic acid, 1- ( (28) -2- [ ( (IS) -1- 

(ethoxycarbonyl) butyl J amino] - l-oxopropyl] octahydro- , phenylmethyl eater, 
(2S,3aS,7aS) - (CA INDEX NAMH) 
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inhibitors and therapeutic agents for diabetes 
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The title compds. (I) or Pharmacol, acceptable salts thereof Iring 0 - aryl or 
aromatic heterocyclic group; Rl » H, halo, C1-6 alkyl, C1-6 alkoxy; R2 - halo, 
Cl-6 alkyl, Cl-6 alkoxy, azido; R3 - halo, hydroxyl , ci-6 alkyl, halo-Cl-6 
alkyl, Cl-6 alkoxy, azido, amino, acylamino, Cl-6 alkylsulfonylamino; R4 , R5 
independently ■ H, C2-6 alkenyl, C2-6 alkynyl, (un) subst ituted Cl-6 alkyl, C3- 
8 cycloalkyl, C3-8 cycloalkyl-cl-6 alkyl, 5- or 6-membered saturated 
monocyclic heterocyclic group, aryl, C7-14 C7-14 aralkyl, or 5- or 6-membered 
aromatic monocyclic heterocyclic group optionally fused to a benzene ring, 
etc.) are prepared TheBe compds. have a hopatic glycogen phosphorylase 
inhibitory activity and therefore is useful as a therapeutic or prophylactic 
agent for diabetes. Thus. 6.00 g 5- (2-chloro-4 , 5-dif luoro- benzoyl ami no) -1H- 
pyrazole-3 -carboxylic acid imidazolide was suspended in 50 mL DMF, treated 
with 1.72 mL 3-picolylamine under ice-cooling, and stirred at room temperature 
overnight to give 4.49 g 5 - ( 2- chloro- 4 , 5 -di f luoro- benzoy lamino) - IH-pyrazole - 3 - 
carboxylic acid N- (pyridin-3 -ylmethyl) amide (ID. II showod IC50 of <100 nm 
against human hepatic glycogen phosphorylase. 
1C7133-3S-3, Perindopril Erbumine 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(preparation of pyrazole compds. as hepatic glycogen phosphorylase 
inhibitors and therapeutic agents for diabetes) 
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with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 
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AB 4-Biaryl-l-phenylazetidin-2-ones of formula I [R1-R4 - H, halo OH, alkyl, 

alkoxy, CN, etc.; n, m - 1-5; u - alkylono, etc.; Ar - aryl, hetoroaryl; Ar* 
aryl) are prepared which are useful for the treatment of hypercholesterolemia 
Thus, II was prepared, and had ED50 valuo of 0.002 mg/kg in rat cholesterol 
absorption model. 
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PRAI GB 2005-S924 



TJ, TM 

200SO430 

The invention provides medicaments comprising a combination of a HMG-CoA 
reductase inhibitor and a drug Intervening in the renin-angiotensin system 
selected t rom angiotensin II antagonists and angiotensin converting enzyme 
(ACS) inhibitors optionally in combination with a b rone hod i lator and a 
gtucocort icosterold in the treatment of respiratory disorders such as chronic 
obstructive pulmonary disease <COPD> . 

u , Perindopril 
RLi PAC (Pharmacological activity); THU {Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(combination ot * HMG-CoA reductase inhibitor and a drug intervening in 
the rerun- ang lotenu in system for treating respiratory disorders) 
82834-16-0 CAPLUS 

1H- Indole-2-cerboxyllc acid, l- ( <2S) -2- 1 1 (lS)-l- 

(ethoxycarbonyl) butyl) amino! - 1 -oxopropy 11 octahydro- , (2S,3aS, 7aS) - (CA 



Absolute stereochemistry. Rotation (-). 
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The invention relates to a chemical genus of 4 -biarylyl- l-phenylazetidin-2- 
ones useful for the treatment of hypercholesterolemia and other disorders. 
E.g., I was prepared starting from 5-benzyl- 1- (5- (4 -f luorophenyl) - 5- 
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hydroxypentanoylloxazolidinona. Examples demonstrating hypolipemic and 
anticholeeteremic activity of I and similar compds. were given, e.g., using 
the rat cholesterol absorption model. 
IT sKsj4«lfc-ft, Perindoprll 

RL i MOA (Modifier or additive use) j THU (Therapeutic use); BIOL 
(Biological study); uses (uses) 

(biarylyl (phenyl Jaaetidinone glucuronide derivs. preparation for 
hype rcho teste rol em ia) 
RN 12134- 16-0 CAPLUS 

CN lH-Indo)a-2-carboxylic acid, l- ( (28) -2- I (US) - 1- 

(ethoxycarbonyl) butyl I amino) - l -oxopropy 1] octahydro- , (2S, 3a8, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry- Rotation (-). 



Q^^,OKt 

COjH I 

HVT 9 ^ Pi -n 



10576386 88 of 36 1 

(ethoxycarbonyl) butyl] amino] -l -oxopropyl) octahydro- , (2S, 3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (l:l> (CA INDEX NAME) 

CM 1 
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AS «-Form crystals of antihypertensive perindopril erbumine (u-l) is prepared by 
dissolving crude irrytttala of I in solvents and rapidly cooling the solution to 
a temperature lower than room temperature in the presence of seed crystals of 
u-I. Thus, crude crystals of 17.2 g I was dissolved in EtOAc upon heating to 
78*, seed crystal a were added, and the solution was cooled with an ice water 
to 4» over 10 min to give 13,0 g u-I. 

IT ,107U3-3«-ap ( Perindopril erbumine 

RLi PEP (Physical, engineering or chemical process); PUR (Purification or 

recovery); PYP (Physical process); PREP (Preparation)* PROC 

(Process) 

(preparation of u-form crystals of perindopril erbumine by 
dissolving crude cry* to Is in solvents and rapidly cooling the 
solution in the presence of seed .-.vysc&ls) 
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Aerosol composition comprising non- ionic surfactant and phospholipid 
Keller, Manfred; Friedrich, Ingo; Jauern/g, Juergen; Lintz, 
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AB Sterile compns. for administration as aerosols are described. They contain an 
active agent which ig poorly water-soluble, a non- ionic surfactant component 
and a phospholipid component. The compns. are suitable for oral or nasal 
inhalation, but also for topical or mucosal administration. They are 
particularly useful for the efficient pulmonary administration of poorly 
soluble corticosteroids and can be aerosolized with common nebulizers. For 
example, tyloxapol 2 g, DMPC 2 g, and tocopherol acetate 20 mg were mixed with 
water 200 mL for injection and pre -homogenized with an Ultra Turrax. The 
dispersion was homogenized for about 15 min in a high-pressure homogenizer at 
1500 bar. Reduced glutathione 2.5 g were rapidly dissolved in 50 mL of the 
resulting colloidal solution with stirring and the pH was adjusted to 6 Dy 
addition of lysine monohydrate. The resulting colloidal glutathione- vitamin E 
acetate solution was immediately sterile filtered into glass vials and 
subsequently freeze dried. 

it 8283-i-lS-O, Perindopril 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical aerosol composition comprising non- ionic surfactant and 
phospholipid) 
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(ethoxycarbonyl) butyl) amino) - 1-oxopropyl) octahydro- , (2S,3aS, 7aS) - (CA 
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Process for the synthesis of US, 3aS, 7aS) -perhydroindole-2-carboxylic acid 
and its esters, useful intermediates in the manufacture of perindopril, 
via resolution/of 2 , 3 -dihydroindole-2-carboxylic acid alkyl esters and 
catalytic hyd/ogenation of (2S) -2, 3-dihydroindole-2-carboxylic acid 
Le, Goffic pAncois 
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AB The invention is related to a process for preparation of (- ) - <2S, 3aS. 7aS> - 

perhydroindole-2-carboxylic acid (I) and its esters II lR - H. alkyl], useful 
intermediates in the synthesis of perindopril, by (a) cnaymic resolution of 
rac-IH {Rl - (un) substituted H, alk(en)yl) by proteaso- catalyzed hydrolysis 
to isolate the ester (s)-iii and (2R) -2, 3 -dihydroindole- 2-carboxylic acid; (b) 
saponification or hydrolysis of the ester (S)-m to give <2S)-2.3- 
dihydroindole-2-carboxylic acid (IV); (c) catalytic hydrogenation of acid IV 
to give I; (d) isolation of acid I; (e) optionally, ostorif ication of I to 
give esters of formula II; and (f) isolation of esters II. Advantages include 
selective preparation of diastereomer acid I in good yield and excellent 
purity, and simple purification Thus, acid I was prepared, in > 99% 
enantiomeric purity, via subtilisin-catalyzed resolution of a mixture of Mo 
2,3-dihydroindole-2- carboxylate and Bt 2,3-dihydroindole-2-carboxylato and 
hydrogenation of acid IV over Rh/c. 
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(synthesis of (2S, 3aS, 7aS) -perhydroindole-2-carboxylic acid and its 
esters as useful intermediates in the synthesis of porindopril) 
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Arterial hypertension: oxidative stress and endothelial disfunction 
vaskina, E . ; Demin, A.,- Tsyrendorjiev, D. ,- Pustovetova, M. 
Novosibirsk State Medical Academy, Novosibirsk, 630091, Russia 
Proceedings - KORUS 2004, Korea-Russia International Symposium on Science 
and ^Technology, 8th, Tomsk, Russian Federation, June 26- July 3, 2004 
(2^/4), Volume 3, 361-363 Publisher: Institute of Electrical and 
Electronics Engineers, New York, N. Y. 

CODEN: 69ILJH; ISBN: 0-7803-8383-4 

Conference 

Engl ish 

The aim of the study was to investigate the pathogenetic significance of 
oxidative stress (OS) in the development of endothelial vascular dysfunction 
(EO) in essential arterial hypertension (AH) and to determine the 
possibilities of the markers usage for evaluation of antihypertensive drugs 
influence on leukocyte-endotheliai interaction (LEI). Methods of research 
included evaluation of OS . apprx. oxidative metabolism of colymos-plionuclear 
leukocytes (PML) by chemi luminescence (chL) , proinflammatory cytokines 
(interleukin-ip, TNF-a) by immunoenzyme methods, and ED, including evaluation 
of nitric oxide (NO) and hemostasis procoagulant factors. Results. It was 
revealed increased OS and ED in AH. In the frames of 4-wk randomized 
controlled clin. trial AT II receptors antagonist valsartan and ACB inhibitor 
perindopril, contrary to beta-adrenergic blocking agent atenolol, except 
achievement of target arterial pressure, normalize or considerably lower the 
raised oxidative stress and endothelial dysfunction, including proinflammatory 
cytokines and procoagulant factors activity, at arterial hypertension of 2-3 
severity degrees with further delay of pathol. process progressing in 
patients. Conclusion. This investigation proves that the OS has important 
pathogenetic value for ED development at AH when arising damages of LEI 
conduct to proinf lammation, vasoconstriction, prethrombosis , vascular 
remodeling and to defeat organs- targets. 
8n334-iG-0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study) ; USES (Uses) 

(marker study Bhow oxidative stress in endothelial vascular dysfunction 
in growth of arterial hypertension patient with LEI damage led to 
proinf lammation, vasoconstriction, prethrombosis, vascular remodeling, 
organ-target defeat) 
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Process for the preparation of perindopril from ethoxycarbonylbutyl alanyl 
halide and carboxyperhydro indole 

Joshi, Narendra Shrir/m; Bhirud, Shekhar Bhaskar; Rao, Kodali Eswara,- 
Ramam, Buddha va ra pu /attabhi ; Soni, vijoy 
Glenmark Pharmace\tfrtcals Limited, India 
U.S. Pat. Appl. Publ., 6pp. 
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DT Patent 
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PATENT NO. 
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APPLICATION NO. 
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A process for preparing perindopril comprises condensing N-((S)-l- 
ethoxycarbony lbutyl J - (S) -alanyl ha 1 idea (I; X - halo) with <2S, 3afl, 7a8) -2- 
carboxyperhydro indoles (II; R ■ H, protecting group). Thus, N-((S)-i- 
ethoxycarbonylbutyl) - (S) -alanyl chloride hydrochloride (preparation given) in 
CH2C12 at -5» was treated with imidazole and then with (2S , 3aS, 7aS) -2- 
carboxyperhydroindole followed by stirring at -5* to 0' for 2 h and at 20-25* 
for 2 h. Aqueous HOAc was added at <5* followed by stirring for 30 min. and 
separation and drying of the CH2C12 layer. This was treated with tare* 
butylamine at <10» followed by stirring at 35-40* , distillation of CH2C12, 
addition of Me2CH0H, acetone, and MeCN, heating to 65-70', and slow cooling to 
5-10" to give perindopril erbumine of >99.5% purity. 
B2334-16-0P, Perindopril 

RL: IMF (Industrial manufacture); RCT (Reactant) ; SPN (Synthetic 
preparation); PRKP : Preparation) ; RACT (Reactant or reagent) 

(preparation of perindopril from ethoxycarbonylbutyl alanyl halide and 

carboxyperhydro indole) 
82834-16-0 CAPLUS 

lH-lndole-2-carboxylic acid, l- I (2S) - 2- [ [ US) - 1- 

(ethoxycarbonyl ) butyl) amino] - 1-oxopropyl) octahydro- , (.23, 3aS, 7aS) - (CA 
INDEX NAME) 
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IT 1 Perindopril erbumine 

RL i IMP (Industrial manufacture); SPN (Synthetic preparation), PKEF 
l Vvi paratltmi 

(preparation of perindopril from e t hoxy car bony 1 butyl alanyl halide and 
carboxyperhydroindole) 
RN 107133-36-8 CAPL.UA 

CN lH-lndole-2-carboxylic acid, 1- ( (23) -2- I [ (labi- 
le thoxy car bony 1) butyl ) amino] -l-oxopropyl]octahydro- , (2s,3as, 7a8) - , compd. 
with 2-mathyl-2-propanamin« (1.1) (CA INDEX NAME) 

CM 1 
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The present invention relates to perindopril in the form of a salt with 
dicyclohexylamine, a process for its production and its use in the 
purification of a impure perindopril. The present invention also relates to 
preparation of perindopril tert-butylamine salt directly from perindopril 
dicyclohexylamine salt without isolating the free base. For example, 
perindopril 25 g was taken in acetonitrile ISO mL and stirred for about 10 
min. The above solution was treated with dicyclohexylamine 5.2 g and stirred 
for about 8-10 h at room temperature The precipitated solid was filtered and 
washed with acetonitrile 20 mL. The dicyclohexylamine salt of perindopril 12 
g was recrystd. in acetonitrile. 
50977''- 56- ST 

RLi PUR (Purification or recovery); RCT (Reactant); SPN (synthetic 
preparation), PRSP {Preparation! , RACT (Reactant or reagent) 

(improved process for purification of perindopril) 
909776-66-5 CAPLUS 
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(ethoxycarbonyl) butyl] amino] -1-oxopropyl] octahydro- , (2S , 3aS, 7aS) - , compd , 
with N-cyclohexylcyclohexanamine (1:1) (9CI) <ca INDEX NAME) 
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(improved process for purification of perindopril) 
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PATENT NO. KIND DATE / APPLICATION NO. DATE 
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PRAI US 2005-652135P P 2*p/o211 

AB Genetic markers in the HLA-C^ene associated with adverse hematol. response to 
drug therapy are disclosed. Compns . and methods for detecting and using these 
HLA-C markers in a variety of clin. applications are disclosed. Such 
applications include methods for testing an individual for susceptibility for 
an adverse hematol. response, methods of selecting the appropriate drug 
therapy for patients based on the presence or absence of a HLA-C marker, and 
products comprising a drug with hematol. toxicity that are approved for 
treating patients lacking a genetic marker. 

IT 107-53- 36- a, Perindopril erbumine 
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unclassified); THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(method and genetic markers based on HLA-C gene polymorphism 
for predicting susceptibility to adverse hematol . response to drugs) 
RN 107133-36-8 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- ( (2S) - 2- [ [ ( IS) - 1 - 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl) octohydro- , <2S, 3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 
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AB A process for the synthesis and isolation of <2S , 3as, 7aS) - 1 • [ (2S> - 2- 1 J ( IS) - I- 
(ethoxycarbonyl) butyl) amino] -l-oxopropyl]octahydro-iH- indole- 2- carboxyiic 
acid and its tort-butylamine salt, comprises the amidation of (23, 3aS, 7aS) - 
octahydroindole-2- carboxyiic acid benzyl ester and N- 1 (S) l -carboxy butyl 1 • (S) - 
alanine Bt ester in nonreactive solvents in turn avoiding the formation of the 
impurity N-acetyl (25, 3as, 7as) - octahydroindole- 2-carboxyl ic acid benzyl 
ester. The de-protection of benzyl ester group is optimised by catalytic 
hydroge no lysis and then isolation of the product from an aqueous layer by 
extraction using an organic solvent, which eliminates the need for 
lyophilization. This yields perindopril orbumine free of contaminants 
derivable from dicyclohexylcarbodiimlde (o.g., dicyclohexylurea) and 
impurities originated by the use of Et acetate. 

IT 82834 -16- OP, Perindopril 122454 -53-8l> 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(in a process for making highly pure perindopril erbumine) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2-carboxylic acid, l- [ <2S) -2- (( (IS) -l- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro-, (2S,3aS,7as» - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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AB Genetic markers in the HLA-DQBl gene associated with adverse hematol. response 
to drug therapy are disclosed. Compns. and methods for detecting and using 
these HLA-DQBl markers in a variety of clin. applications are disclosed. Such 
applications include methods for testing an individual for susceptibility for 
an adverse hematol. response, methods of selecting the appropriate drug 
therapy for patients based on the presenco or absence of a HLA-DQBl marker, 
and products comprising a drug with hematol. toxicity that are approved for 
treating patients lacking a genetic marker. 
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response to drugs, and genotyping for drug risk assessment) 
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with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 
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Hydroxy laced nabWolol aetabo 1 i tea Increase) NO release from human endothelial 
cell propria, in a concentration dependent fashion following acuta 
administration. In addition, hydroxy lated nebivolol metabolites, including 
but not limited to 4-hydroxy-6 , 6 ' -dif luoro- , 4-hydroxy-5-phenol-6,6 ' - 
difluoro-, and <- hydroxy- 8- phenol - 6 , 6 ' -dif luoro- , have the ability to increase 
the capacity for NO release in human endothelial cells following chronic 
administration. This invention provides hydroxylated nebivolol metabolites 
and compns. comprising nebivolol and/or at least one hydroxylated metabolite 
of nebivolol and/or at least one addnl. compound used to treat cardiovascular 
diseases or a pharmaceutically Acceptable salt thereof, in addition, this 
invention provides methods of treating and/or preventing vascular diseases by 
administering at least one hydroxylated metabolite of nebivolol that is 
capable of releasing a therapeutically effective amount of nitric oxide to a 
targeted site affected by the vascular disease. Also, this invention is 
directed to the treatment and/or prevention of migraine headaches 
administering at least one hydroxylated metabolite of nebivolol. This 
invention may also be used in conjunction with or as a single treatment of 
metabolic syndrome disorders. Thus, acute treatment with six stereoselective 
hydroxy metabolites in endothelial cells from both white and black American 
donors showed that all six hydroxy metabolites have activity that was much 
superior to d- nebivolol, and most are superior to nebivolol racemate. As 
compared to nebivolol, the 4 ' • (R> - hydroxy- 7- f luoro-6 - hydroxy- 1 -nebivolol 
metabolite caused a nearly two* fold increase in NO release to 476 t 20 and 383 
t 18 nmol/L, resp., from white and black donors. The 4 1 - < R) - hydroxy- 5- f luoro - 
l -nebivolol metabolite also exceeded the activity of nebivolol and even 1- 
nebivolol by >50*. These findings indicate that hydroxy metabolites of 
nebivolol have distinct and highly reproducible effects on acute NO release in 
human endothelial cells. 
yA'M-U-n, Perindopril 

RL i THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
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(hydroxylated nebivolol metabolites for increase of NO release from 
endothelium in combination with other agent (s) for treating and/or 
preventing vascular diseases) 
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Absolute stereochemistry. Rotation (-). 
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Oenetic markers associated with adverse hematol . response to drug therapy are 
disclosed in tne CSP2RB gene encoding |i-chain of colony-stimulating factor 2 
receptor. Compns. and methods tor detecting and using these CSF2RB markers in 
a variety of clin. applications are disclosed. Such applications include 
methods tor testing an individual for susceptibility tor an adverse hematol. 
response, methods of selecting the appropriate drug therapy for patients based 
on the presence or absence of a CSP2RB marker, and products comprising a drug 
with hematol. toxicity that are approved for treating patients lacking a 
genetic marker, 

1 o'/i'jj. ju-H , Perindopril erbumlne 

RLi ADV (Adverse effect, including toxicity); THU (Therapeutic use); BIOL 
(Biological study) 1 uses (Uses) 

(genetic markers in CSF2RB gene associated with adverse hematol. response 

to drugs, and genotyping for drug risk assessment) 
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with 2-methyl-2-propanamine (ltl) (CA INDEX NAME) 
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TI l -Acylamino - 2- hydroxy- 3-amino-w-arylalkanes as renin inhibitors and their 
preparation, pharmaceutical compositions and their use for treatment of 
hypertension 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT ' 



1 -Acyl amino- 2 -hydr oxy - 3 -amino- o>- ary la 1 kanes of formula I and the salts 
thereof, have renin- inhibiting properties and can be used as antihypertensive, 
medicinally active ingredients, Compd s . of formula I wherein RI is H, Oh, 
halo, lower alkoxy, cycloalkoxy, etc,; R2 and R2 are independently H, halo, 
CN 1 carbamoyl, lower (halojalkyl, etc.; R4 is H, lower alkyl, OH, lower 
alkoxy, cycloalkoxy, etc.; R2 and R3 or R3 and R4 taken together with the 
atoms they are attached form a fused (un) substituted dioxolane, 
(un) substituted dioxane, (un) substituted benzene or (un) substituted 
cyclohexene; R5 is lower (halo) alkyl, (halo) cycloalky 1 , lower (halo)alkyl- 
cycloalkyl, aryl, heterocyclyl , etc.; R6 is amino, lower (di ) alkylamino, or 
lower alkanoylamino; R7 is H, lower (halo) alkylcycloalkyl , or lower 
(halo) alkoxy- lower alkyl; X is methylene or hydroxymethylene,- 0 is Co, CS, or 
so2; R8 is lower (halo) alkyl, C8-15 (halo) alkyl, (halo) cycloalkyl , lower 
alkyl -cycloalkyl, etc.; and the enantiomera, diastereolsomers and 
pharmaceutically acceptable salts thereof are claimed. Example compound 
II«HCl was prepared by aminolysis of compound III to give the corresponding 
diamino ale, which underwent amidation with cyclohexanecarboxylic acid to 
give tert-Bu (2S, 3S, 5S) -5- (3- (3 -methoxypropoxy) -4-methoxybenzyl) -1- 
(cyclohexanecarbonyl) amino-2-hydroxy-6-methylheptan-3-ylcarbamata, which 
underwent acid hydrolysis to give compound 1I«HC1. All the invention compds. 
were evaluated for their renin inhibitory activity (no data). 
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IT 82834 -:C-o, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(preparation of acylamino (hydroxy) amino -ra-arylalkane s aa 
renin- inhibitors useful as antihypertensive) 
RN 82834-16-0 CAPLUS 

CN 1H- indole- 2 -carboxylic acid, 1- [ (23) -2- I [ <1S) -1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- , (23, 3aS, 7aS) - 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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Me 



AB The title compds. I (q • 0-3; Zl. Z2 - CH. N; L2 - XOX, XSO0-2X. XSO0-2XO 
(wherein X - a bond, (un) substituted alkylene) ; R13 - halo, alkyl, alkoxy, 
etc.; R14 - XOXC(0)ORl7, XC(0)ORl7 (x - a bond, alkylene; R17 . h, alkyl); 
R15, R16 - R18 or YR1B (Y - alkylene, alkenylene, alkynylene, CONR17, OX; X - 
a bond, alkylene; R17 - h, alkyl; R18 - cycloalkyl, heterocycloalkyl , aryl, 
heteroaryl); or RlS and R16 together with the atoms to which R15 and R16 are 
attached form fused bicyclic or tricyclic heteroaryl), useful in treating or 
preventing diseases or disorders associated with the activity of the 
peroxisome prolif erator-activated receptor < PPAR) families, particularly the 
activity of PPARS (no specific data given), were prepared Thus, reacting Mo 
(4 -hydroxy- 2 -methylphenoxy) acetate with 4- (chloromcthyl ) -2- (4 -methoxy phenyl) * 
l- (4-trif luoromethyl phenyl) -1H- imidazole (prepns. given) followed by 
hydrolysis afforded 28% II. Also disclosed are pharmaceutical compns. 
comprising compds. I alone or in combination with other therapeutic agents. 

IT 82334-16-0, Perindopril 

RL: PAC (Pharmacological activity), THU (Therapeutic use); Biol 
(Biological study).- USES (Uses) 
(preparation of 4- 

( (benzimidazolyl/pyrazolyl/triazolyl) methoxy] phenoxyacotic 

acids as PPAR modulators for treating and preventing diseases-associated 
with PPAR activity, particularly activity of PPARi) 

RN 82834-16-0 CAPLUS 

CN 1H- indole- 2 -carboxylic acid, 1- I (28) -2- 1 1 (IS) - 1- 

(ethoxycarbonyl) butyl) amino] -l-oxopropyl) octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Process for the synthesis of (23, 3aS, 7aS) -1- (S) -alanyloctahydro- 1H- indole- 
2-carboxylic acid derivat^es and use in the synthesis of perindopril 
Kumar, Ashok; Soudagar, Sj&tish Rajanikant; Mathur, Arpana; Gunjal, San jay 
iya Balaram,- Jadhav, Dilip Uttam 
d, India 



Tukaram; Panda, Nalinak: 
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SO Eur. Pat. Appl., 16 pi 
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dt Patent 
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f&0712. EP 2005-113099 20051230 
ES. FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
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IE, SI, LT, LV, 
BA, HR, IS, YU 
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AB The invention relates perindopril ( (23, 3as,7aS> -l- I (2S) -2- I (S) -1- 

(ethoxycarbonyl) butylamino] propionyl J octahydro- 1H- indole- 2- carboxyl ic acid) 
aralkyl ester salts used in the synthesis of perindopril. Thus, (23, 3aS, 7aS) - 
octahydro-iH-indole-2-carboxylic acid was treated with N-((S)-1- 
(ethoxycarbonyl) butyl) -L-alanine in CH2C12 in the presence of Et3N, l- 
hydroxybenzotriazole, and dicyclohexy lcarbodiimide to afford 99* perindopril 
benzyl ester. Conversion of the latter into the oxalate salt, followed by 
hydrogeno lysis over 5% Pd/C and reaction with ter t-butylamine yielded 
perindopril erbumine. 

IT 1071 33- 36 -SP, perindopril erbumine 

RL: IMF (industrial manufacture); SPN (Synthetic preparation); PREP 
• Prep:irat ion} 

(process for synthesis of alanyloctahydroindolecarboxylic acid derivs. 
in synthesis of perindopril) 
RN 107133-36-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (28) - 2- [((1S)-1- 

(ethoxycarbonyl) butyl) amino) - l-oxopropyl J octahydro- , (2S,3aS, 7as) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM 1 



CRN 82B34-16-0 
CMF CI 9 H3 2 N2 05 



CRN 75-64-9 
CMF C4 Hll N 



HH2 
HjC-C-CHj 
CHJ 



IT 122454-52-UP 897*22 - 0 9- ?P 8 97922 - 1 0- OP 
997322- 11 -IP S979Z2-12-2P 0v792z-i3-3P 
ft'.7922-14-4P fi?.?f»22-15-5P ? 37*2* - 16 -6P 
18 -OP S97P22- L&-T.P 897922- 20- 2t> 
efi-922-21-1'? &f>?f»22-22-4P 8 37*22 - 23 -SP 
$?7522-2i-6P S97?22-25-7F 897922-25-8? 
BS7922-27- s»P 

RL: RCT (Reactant); SPN (Synthetic preparation); ??£S- 
/Preparation); RACT (Reactant or reagent) 

(process for synthesis of alanyloctahydroindolecarboxylic acid derivs. 
in synthesis of perindopril) 
RN 122454-52-8 CAPLUS 

CN lH-indole-2-carboxylic acid, 1- 1 (23) -2- [ ( (is) -l- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl] octahydro- , phony lmethyl ester, 
(2S,3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. 




Absolute stereochemistry. Rotation (-). 
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( ethoxycarbonyl) butyl) amino) - l-oxopropyl] octahydro- , phenylmethyl eater, 
<2i,3ai,7*i> ethanedioate Hi?) (CA INDEX NAME) 

CM 1 

CRN 122454-52-8 
CMP C26 H3 8 N2 06 

Absolute itereochemiatry. 
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UN 897922- 10-0 CAPLUfl 

CN 1H- lndole-2-carboxylic acid, l - { (28) - 2- [ | ( IS) - 1 - 

(ethoxycarbonyl) butyl) amino) - l-oxopropyl] octahydro- , <28,3as, 7a8) - , 
ethanedioate Ui?J (CA INDEX NAME) 

CM 1 

CRN 12834-16-0 
CMP CI 9 H32 N2 OS 

Absolute atereochemistry. Rotation (-) . 
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CM 2 

CRN 144-62-7 
CMF C2 H2 04 

KoJj-OH 
RN 897922-11-1 CAPLUS 

CN Butanedioic acid, 2 , 3-bia [ (4 -methyl benzoyl) oxy) - , <2R,3R)-, compd. with 
phenylmethyl <2S, 3aS, 7aS) - l- (<2S) -2- [ I (IS) -l- (ethoxycarbonyl > butyl] amino) 
l-oxopropyl] octahydro- iH-indole-2-carboxylate (l:?) (CA INDEX NAME) 

CM l 

CRN 122454-52-8 
CMF C26 H3 8 N2 OS 

Absolute stereochemistry . 



ost 
CM 2 

CRN 32634-66-5 
CMF C20 H18 08 

Absolute stereochemistry . Rotation (->. 
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RN 897922-12-2 CAPLUS 

CN Butanedioic acid, 2, 3-bls[ (4-methylbenzoyl) oxy] - , (2R,3R)-, compd. with 
(28,3a8,7a8) - 1- | (28) -2- | I ( IS) ■ l- (ethoxycarbonyl > butyl ] amino] -1- 
oxopropyl I octahydro- lH-indole-2-carboxylic acid (li?) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMF CI 9 H3 2 N2 05 

Absolute stereochemistry, Rotation (-). 
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CMF C20 H18 OS 

Absolute stereochemistry. Rotation (•) . 
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CN Butanedioic acid, 2,3-dihydroxy- (2R,3R)-, compd. with phenylmethyl 
(28, 3a8, 7a8) -1- ( ( 28) - 2- ( ((IS) • 1- (ethoxy car bony 1 ) butyl] amino) - 1 • 
oxopropy 1) octahydro- 1H- indole- 2 -carboxy late (li?) (CA INDEX NAME) 

CM 1 
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CMF C26 H38 N2 05 

Absolute stereochemistry. 




CM 2 

CRN 87-69-4 
CMP C4 H6 06 

Absolute stereochemistry. 
bH 

RN 897922-14-4 CAPLUS 

CN Butanedioic acid, 2,3-dihydroxy- (2R.3R)-, compd, with 

(2S,3as,7as) -l- ((23) -2- [( (1S)-1- (ethoxycarbonyl ) butyl ] amino) - l - 
oxopropyl] octahydro- 1H- indole- 2- carboxylic acid {It?) (CA INDEX NAME) 

CM l 

CRN B2S34-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry'. Rotation (-}. 

<V OB t 




CRN 122454-52-8 



CRN 87-69-4 
CMF C4 H6 06 

Absolute stereochemistry. 



RN 8 97922-15-5 CAPLUS 

CN 1H - indole -2-carboxylic acid, 1- [ (2S) - 2- [ ( ( IS) - 1 - 

(ethoxycarbonyl) butyl} amino) - l-oxopropyl] octahydro- , phenylmethyl ester, 
(23, 3aS,7aS) -, phosphate (1:7) (CA INDEX NAME) 

CM 1 

CRN 122454-52-8 
CMP C26 H3 8 N2 OS 

Absolute stereochemistry. 
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phosphate (1:7) (CA INDEX NAME) 



CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 



CRN 7664-38-2 
CMF H3 04 P 



Ht^p PI 

o^^o 



JLoi 

OH 



897922-18-8 CAPLUS 

1, 2-Benzenedicarboxylic acid, compd. with phenylmethyl 
(2s,3as,7as) -l- ( (2S) -2- [((1S)-1- (ethoxycarbonyl > butyl] amino) - 1- 
oxopropyl] octahydro- 1H- indole- 2-carboxylate (1:7) (CA INDEX NAME) 



CRN 7664-38-2 
CMF H3 04 P 



CRN 122454-52-8 
CMF C26 H38 N2 OS 



Absolute stereochemistry. 



897922-16-6 CAPLUS 

lH-lndole-2-carboxylic acid. 1- I (23) -2- [I (13) -1- 
(ethoxycarbonyl)butyll amino) -l-oxopropyl Joctahydro- 



(2S,3a3,7a3) - 
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oc: 



COJH 
C0 2 H 



RN 897922-20-2 CAPLUS 

cn 1H- Indole- 2-carboxylic acid, i- 1 (2S)-2- 1 1 (is) -l- 

(ethoxycarbonyl) butyl) amino) - 1 -oxopropyl) octahydro- . phenylmethyl estor, 
(2S.3a3,7aS) 2- hydroxy- 1,2, 3 - propane tricarboxy late (1:7) (CA INDEX 
NAME) 

CM 1 

CRN 122454-52-8 
CMF C26 H38 N2 05 

Absolute stereochemistry. 



897922-19-9 CAPLUS 

iH-indole-2-carboxylic acid, l- [ (2S) -2- [ { (IS) - 1- 

( ethoxycarbonyl) butyl) amino) - 1 -oxopropyl) octahydro- , phenylmethyl ester, 
(2S.3aS.7aS) - , (1S.4R) -7,7-dimethyl-2-oxobicyclo(2.2 .1) heptane- 1- 
methanesulfonate (li?) (CA INDEX NAME) 

CM 1 

CRN 122454-52-8 
CMF C26 H38 N2 05 




Absolute stereochemistry. 




CRN 77-92-9 
CMF C6 H8 07 



COS H 

H02C- CH2— C— CHJ-C02H 
OH 



Absolute stereochemistry. Rotation (♦) . 



RN 897922-21-3 CAPLUS 

CN 1,2-Benzenedicarboxylic acid, compd. with (28. 3aS, 7aS) - 1- ( (23) • 2- I ( ( IS) - 1 * 
(ethoxycarbonyl) butyl) amino) -1 -oxopropyl ) octahydro- 1H- indole- 2-carboxylic 
acid (Is?) (CA INDEX NAME) 



CM 



1 




Absolute stereochemistry. Rotation (-). 
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CRN 88-99-3 
CMP C8 H« 04 



COjM 
CQJH 



•97922-22-4 CAPLUS 

1H- Indole- 2 -carboxy lie acid, 1- [ (28) -2- [ | US) -1- 

(ethoxyca rbonyl) butyl 1 amino) - l-oxopropyll octahydro- , (2S, 3a3, 7aS> - , 
(18, 4R) -7,7-dimethyl-2-oxobicyclo[2. 2 . I) heptane -l-methanesu If onate (1 1?) 
<CA INDEX NAME) 



CRN 82834-16-0 
CMP CI 9 H32 N2 05 



Absolute stereochemistry. Rotation (-) ■ 



CRM 3144-16-9 
CHF CIO H16 04 S 



Absolute stereochemistry. Rotation (.). 



no 3 s 



RN 897922-23-5 CAPLUS 

CN 1H- indole -2- carboxy lie acid, 1- [ (2S) -2- [ [ (IS) -1- 

(ethoxycarbonyl) butyl} amino) - 1 -oxopropy 1 J octahydro- , (23, 3aS, 7aS) - 
2 -hydroxy -1,2, 3 -propaune tricar boxy late (1:7) (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry . Rotation (-). 



" ^C0 2 H i 



CRN 77-92-9 
CMF C6 H8 07 



C02K 

(C- CH 2 — C 



RN 897922-24-6 CAPLUS 

CN Butanedioic acid, 2 . 3 -bis [ (4 -methylbenzoyl) oxyj - , (2S.3S)-, compd. with 

phenylmethyl (2S,3as,7aS) -1- [ (2S) -2- ( [ US) - 1- (ethoxycarbonyl ) butyl] amino) - 
l -oxopropyl) octahydro- 1H- indole- 2-carboxylate (li?) (CA INDEX NAME) 

CM 1 

CRN 122454-S2-8 
CMF C26 H3 8 N2 05 

Absolute stereochemistry. 
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CM 2 

CRN 32634-68-7 
CMP C20 HI 8 08 

Absolute stereochemistry. Rotation (*) . 




RN 897922-2S-7 CAPLUS 

CN Butanedioic acid, 2, 3 -bis I (4 -me thy 1 benzoyl ) oxy| - , (2S.3S)-, compd. with 
(2S,3aS,7a9) -1- I <2S) -2- [ | (IS) -1- (ethoxyca rbony 1 ) butyl ) am ino) -l- 
oxopropyl I octahydro- 1H- indole-2-carboxyl ic acid 11 1?) (CA INDEX NAME} 

CM 1 

CRN 82834-16-0 
CMP CI 9 H32 N2 OS 

Absolute stereochemistry. Rotation <-}. 
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CRN 32634-68-7 
CMF C20 H1B 08 

Absolute stereochemistry. Rotation (+) . 




RN 897922-26-8 CAPLUS 

CN Butanedioic acid, 2, 3-bis (benzoyloxy) - , (2R, 3R) - rel - , compd. with 

phenylmethyl (2s,3aS,7aS) -l- [ (2S) -2- [ [ (is) - l - (ethoxyca rbonyl > buty 1 ] amino] 
1-oxopropyl) octahydro- 1H- indole- 2-carboxylate (li?) (CA INDEX NAME) 

CM 1 

CRN 122454-52-8 
CMF C26 H38 N2 05 

Absolute stereochemistry. 



0 




CM 2 

CRN 22333-70-6 
CMP C18 H14 08 

Relative stereochemistry. 



CM 2 



b m 

T 
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RN 897922-27-9 CAPLUS 

CN Butanedioic acid, 2, 3 -bis (benzoyloxy) - , <2R, 3R) -rel- , compd. with 
(2S,3aS,7aS) -l- [ (2S) -2- ( (<1S) -l- (ethoxycarbonyl) butyl 1 amino} -1- 
oxopropyl) octahydro-lH- indole -2- carboxylic acid (1:7) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMF CI 9 H3 2 N2 05 

Absolute stereochemistry. Rotation {-). 




CRN 22333-70-6 
CMF CIS H14 08 



Relative stereochemistry. 
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PRAI US 2005-641595P P 

AB The invention relates to methods of 
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feia34 -16- 0, Perindopril 
RL: THU (Therapeutic use) 1 BIOL (Biological study); USES (Uses) 
(selection of and responsiveness tor genotyping of pecam- 1 
poiyrr.c-ipr.isms associated with risk of atherosclerosis and coronary 
heart disease) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ <2S> -2- ( { (IS) -l- 

( ethoxycarbonyl) butyl) ami no) -1 -oxopropyl Joctahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation {->. 
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CAS REACT 145:83667 

. A process for preparing perindopril erbumine, useful in the treatment of 
hypertension, comprises reacting an active ester of N-[i(s)- 
(ethoxycarbonyl ) butyl) -L- alanine with an organic salt of perhydroindole-2- 
carboxylic acid, followed by the addition of tert-butylamine. An example 
using the acetonoxime as active ester in acetonitrile in the presence of 
phosphacene afforded 90% perindopril erbumine (99.5% purity). 
107133- J6-9P, Perindopril erbumine 

RL: IMP (Industrial manufacture); SPN (Synthetic preparation); PREP 
t Preparation) 

(preparation of perindopril erbumine) 
107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, 1- ( (2S> -2- [ ( (is) -1- 

( ethoxycarbonyl) butyl) amino) -1-oxopropyl) octahydro- , (2S,3as,7as) - , compd. 
with 2-methyl-2-propanamine (isl) (CA INDEX NAME) 



CRN 82834-16-0 
CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-). 
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The present invention relates to the use of pyrazolopyrimidine compels. [I; Rl 
■ subat.ic.ut.4d C6-10 aryl or optionally substituted CS-10 heteroaryl, wherein 
the aubetituents are one or more of R4 ; R4 - halogen, cyano, C02R5, ORS, 
C ( O) N ( KbRSa) , S(0)2N(R5RSa) , S (O) N (RSR5a) , S(0)2R5, N(R5) S (O) 2N(R5R5a) , SR5, 
N(R5R5a) , OC(0)R5, N <R6) C (0) R5a, N { R5) S (0) 2R5a , etc.; R5, R5a - H, C3-10 
cycloalKyl, C4-10 blcycloalkyl , C4-10 heterocyclyl , (un) substituted ci-6 
alkyl, etc.; R2 - H, Cl-4 alkyl, acetyl, urea/ R3 - H, hydroxy, Cl-4 alkyl, 
amino; X ■ a bondl or metabolites, prodrugs or pharmaceutical^ acceptable 
ealta thereof, and optionally a pharmaceutical^ acceptable carrier for the 
preparation of pharmaceutical compna. for inhibiting the activity of the 
Kinaae activity of Mnkl or Mnkj <Mnk2a, Mnk2b) or variants thereof or for the 
prophylaxis and/or treatment of diseases which can be influenced by the 
inhibition of the kinaae activity of Mnkl and/or Mnk2 <Mnk2a or Mnk2b) and/or 
variants thereof. The above diseases include diseases of the carbohydrate 
and/or lipid metabolism and their conaecutive complications and diseases, e.g. 
impaired glucose tolerance, diabetes mellitua type II, latent autoimmune 
diabetea in adults (LADA), diabetes mellitua type I, obesity, metabolic 
syndrome, eating disorders, cachexia, osteoarthritis, biliary stones, and 
diabetic complications (carbohydrate metabolic diseases) and 
hypercholesterolemia, disllpidemla familial hypercholesterolemia, 
Fradrickson's hyperlipoproteinemia, and cardiovascular diseases {lipid 
metabolic diaeaaea) . Thua, |4- (pyrrol- l-yl> phenyl] hydrazine hydrochloride was 
treated with NaOKt in ethanol at room temperature and cyclocondensed with 
(ethoxymethylene)malononitrlle under refluxing for 2 h to give 88% 5-amino-l- 
(4- (pyrrol-l-yl)phenyl}-lH-pyraxole-4-carbonitrile which was cyclocondenaed 
with formamide at ISO* for 3 h to give 11% ( l- [4- (pyrrol- l-yl) phenyl) - 1H- 
pyraaolo|3,4-d|pyrlmidin-4-yl)amine (II) . 
HSrs-U- !»;-G, Perindoprll 

RL i thu (Therapeutic use); BIOL (Biological study); uses (Uses) 

(coadministration; preparation of pyrazolopyrimidineB as inhibitors of Mnkl 
or Mnk2 (MnK2a or Mnk2b) kinaae activity) 

82834-16-0 CAPLU8 

1H- Indole- 2 -carboxy lie acid, l- ( (2S) - 2- I ( ( is ) - 1 - 

(ethoxycarbonyl) butyl 1 amino) - 1 -oxopropyl ) octahydro- , (2S,3aS,7aS) - <CA 
INDEX NAME) 
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Preparation of perindopril erbumine crystal type I 
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This invention relates to industrial manufacturing method for novel crystal 
type perindoprll erbumine (I) with high purity and high yield. The I is 
treated with THP or perindoprll is reacted with tert-butylamine in THF solvent 
to form cryscAl 1 ine I type I. 
107133 -36-8P, Perindoprll erbumine 

RL: IMF (Industrial manufacture); PRP (Properties); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation) ; USES (Uses) 

(preparation of perindopril erbumine crystal type I) 
107133-36-8 CAPLUS 

1H- Indole- 2- carboxy lie acid, 1- [ (28) -2- ( ( (IS) -1- 

(ethoxycarbonyl) butyl) amino) -l -oxopropyl] octahydro- , (2S, 3as, 7aS) - , compd. 
with 2-methyl-2-propanamine (lil) (CA INDEX NAME) 



CM 



1 



CRN 82834-16-0 
CMF CI 9 H32 N2 05 



Absolute stereochemistry. Rotation (-). 



Q^^OEt 



CRN 75-64-9 
CMF C4 Hll N 



mn 
H10-C-CH3 

CHJ 



02034-14 0, Perindoprll 

RL 1 RCT (Reactant); RACT (Reactant or reagent) 

(preparation of perindopril erbumine crystal type I) 
82834-16-0 CAPLUS 

lH-lndole-2-carboxylic acid, 1- ( (29) -2- 1 ( (is) -1- 

(ethoxycarbonyl) butyl) amino] - l- oxopropyl) octahydro- , (2S,3aS, 7aS) - 
INDEX NAME) 



Absolute stereochemistry. Rotation (-). 



<w^o 
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DN 146(100554 

Tt New procedure tor preparation of perindopril in new crystal form 
IN Rucman. Rudolf s 
PA Diagen D-COl/Slovenia 
30 Slov., 16pp. ^ 

COOKNi 8IXXAW 
DT Patent 
LA SI oven i an 
FAN.CNT t 

PATENT NO, KIND t*U*5 APPLICATION NO. DATE 

PI 81 21101 A 20051231 SI 2004-181 20040621 

PRAI 81 2004-181 20040621 
OS CASREACT 146tl0O5S4; MARPAT 146(100554 

AB Tne submitted invention deals with a synthesis of the ACE inhibitor 

perindopril, starting from a stereospecif ic aminoacid N- ( (s) -carbethoxy- 1- 
butyl) - (S) -alanine, which ia protected with a trimethylsilyl group and then 
transformed into a reactive acidic bromide or fluoride which in the final 
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phase reacts with (2S, 3aS, 7aS) -octahydroindol-2-carboxylic acid with the 

trimethylsilyl protection on the carboxylic group to obtain perindopril after 

removal of protection groups, 
it asM-i-ie-op, Perindopril 

RL: 9PN (Synthetic preparation) ,• THU (Therapeutic use); BIOL (Biological 

study); prei (Preparation* j uses (Uses) 

(preparation of perindopril in new crystal form) 
RN 82834-16-0 CAPLUS 

CN 1H- indole- 2- carboxy lie acid, l- ( (23) -2- [ \ (IS) - 1- 

(ethoxycarbonyl) butyl} amino) - l -oxopropyl ] octahydro- , <2S,3aS, 7a3) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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ANSWER 60 OP 186 CAPLUS COPYRIGHT 2007 ACS on STN 
2006:469692 CAPLUS Full-text 
144:460880 

Nitrosated and nyrosylated compounds, compositions, and methods for the 
treatment of oph/halmic disorders 



IN Letts, 
PA Nitromed, 
SO PCT int. App\ 
CODEN : PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 



Garvey, David s. 

USA 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 
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WO 
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20061116 
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TG, 
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KE, 


LS, 
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MZ 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 
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AZ, BY, 






KG, 


KZ, 


MD, 


RU, 
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2005304770 




Al 




20060518 




AU 2005- 


304770 




20051108 


CA 


2576279 






Al 




20060518 




CA 2005- 


2576279 




200S110S 


EP 


1814535 






A2 




20070B0S 




BP 2005- 


826100 




20051108 




R: 
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CH, 


CY 
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DK, 
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ES, 


FI, 


FR, 


GB, 


OR, 


HU, IE, 
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LV, 
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NL, 


PL, 
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TR 



PRAI US 2004-625578P 
HO 2005-US40314 
OS MARPAT 144:460880 




AB The invention describes nitroaated and/or nitrosylated compds . or 

pharmaceutical ly acceptable salts thereof, and compns. comprising at least one 
nitrosated and/or nitrosylated compound, and, optionally, at least one nitric 
oxide donor and/or at least one therapeutic agent. The invention also 
provides compns. and kits comprising at least one compound of the invention, 
that is optionally nitrosated and/or nitrosylated, and, optionally, at least 
one nitric oxide donor compound and/or at least one therapeutic agent. The 
invention also provides methods for treating ophthalmic disorders. The 
nitrosated and/or nitrosylated compda. are preferably nitrosated and/or 
nitrosylated adrenergic antagonists and nitrosated and/or nitrosylated 
angiotensin-converting enzyme (ACE) inhibitors. Preparation of I is 
described. 

IT 82834-16-0P, Perindopril, nitrosated and nitrosylated derivs. 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(nitrosated and nitrosylated compdB. for treatment of ophthalmic 
disorders) 
RN 82894-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [ <2S) -2- [ [ (IS) - 1- 

(ethoxycarbonyl) butyl) ami no) - l-oxopropyl) octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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144:412896 
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TI Preparation of pofindopril precursor and perindopril erbumine 

IN Kiuchi, Yasuyflkyf; Yokogoahi, Kiyonori 

PA Permachem Asi*7 Ltd., Japan 

SO Jpn. Kokai Tokkyo Koho, 17 pp. 

CODEN: JKXXAP 

DT Patent 

LA Japanese 

FAN.CNT 1 

PATENT NO. KIND ifcfrE APPLICATION NO. 



t pp. 

J 



JP 2004-301012 



2004101S 



PI JP 2006111579 A 20060427 

PRAI JP 2004-301012 20041015 
OS MARPAT 144)412896 

AB Perindopril p-methoxybenzyl ester (I) is prepared from (2S, 3aS, 7aS) -2- 

carboxyoctahydro indole (II) via Boc-Ii and its p-methoxybenzyl eater. Acid 
hydrolysis of I and treatment with Me3CNH2 give perindopril erbumine. Thus, 
protection of II with di-tert-Bu dicarbonate gave 91% BOC-II, which was 
esterified with p-clCH2C6H40Hc to afford 92* p-methoxybenzyl ester. The ester 
was deprotected by methanesul fonic acid and amldated with (S) -Et02CCHPr-L-Ala 
to give I . 

IT 10715 5- )6-0F , Perindopril erbumine ?!>J716-5-> - IP 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP 

(Preparation); ract (Reactant or reagent) 

(preparation of perindopril erbumine via p -me choxy benzyl ester) 
RN 10713 3- 36 -6 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- 1 (2S) - 2- [ I ( IS) -l- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl I octahydro- , (2S,3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM 1 



CRN 82834-16-0 
CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-). 



HN'^^-pr-i 




CRN 75-64-9 
CMF C4 Hll N 



NH2 
HjC-C— CH 3 
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RN 793716-57-1 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- I (2S) -2- 11 (IS) -1- 

(ethoxycarbonyl) butyl) amino) - l-oxopropyl) octahydro- , (4- 
methoxyphenyl) methyl ester. (2S, 3aS, 7aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




! OF 186 CAPLUS COPYRIGHT 2007 ACS on STN 
3 56970 CAPLUS Fu ll; text 
144:398255 J 
TI Preparation of hydrate* cryBtai I sno forms of perindopril 

erbumine and pharmacei&ical formulations 
IN Rucman, Rudolf; Zup£t/ Pavel 

PA Diagen Smartno Pri ^Aibljani, d.o.o., Slovenia 
SO Eur. Pat. Appl., 17 pp. 
CODEN: EPXXDW 

DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND dtfifrE APPLICATION NO. 



ni. d.o 



PI EP 1647547 Al 20060419 EP 2005-468015 

R: AT, BE, CH, DE, DK, ES , FR, GB, OR, IT, LI, LU, 

IE, SI, LT, LV, PI, RO, MK, CY, AL, TR, BG, CZ, 

BA, HR, IS, YU 
31 21881 A 20060430 SI 2004-265 

PRAI SI 2004-285 A 20041015 

GI 



20051013 
NL, SE, MC, PT, 
EE, HU, PL, SK, 



'6386 1 32 of 36 1 

The object of the invention are new crystalline forma perindopril erbumine 
(I.Me3CNH2) monohydrate, I.Me3CNH2 sosquihydrate and I.Mo3CNH2 dihydrate and i 
process for the preparation thereof by dissolving l.Me3CNH2 in water or in 
water with the addition of a volatile water-miscible polar organic solvent, 
freezing and lyophilizing . Another object of the invention is a new process 
for the preparation of perindopril erbumine monohydrate in pure crystalline 
form by freezing aqueous acetone solns. and lyophilizing. Another object ot 
the invention are pharmaceutical formulations for the treatment of arterial 
hypertension and with vasodilatory activity, containing a therapeutically 
effective amount of these new crystalline forms. 
lC7:33-;«C«-», Perindopril erbumine 600^67-^7-1 
392674-51-3 892674- 53-S, Perindopril erbumine 
sesqui hydrate 

RL: CPS (Chemical process); PEP (Physical, engineering or chemical 
process); PRP (Properties); THU (Therapeutic use); BIOL (Biological 
study) ; PROC (Process) t USES (Uses) 

(preparation of hydrated crystalline forms of perindopril erbumine and 

pharmaceutical formulations) 
107133-36-8 CAPLUS 

lH-lndole-2-carboxylic acid, 1- ( (23) -2- ( [(IS) -1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- , (2S,3as,7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



CRN 82834-16-0 
CMF CI 9 H32 N2 05 



Absolute stereochemistry. Rotation (-). 



RN 690267-97-1 CAPLUS 

cn lH-lndole-2-carboxylic acid, l- ( (23) -2- J { (IS) - 1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- , (23,3aS, 7as) - . compd. 
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with 2 -methyl -2-propanamlne, hydrate (lilil) (CA 



CRN 82I34-16-0 
CMF CI 9 H32 N2 OB 



Absolut* stereochemistry. Rotation <-). 




CRN 75-64-9 
CMP C4 Hll N 



H3O-C-CH3 



RN SS2674-S1-3 CAPLUS 

CM lH-Indole-2-caiboxylic acid, 1- ((281-2 - U(1S)-1- 

(ethoxyca t bony 1} butyl lamitio) - l-oxopropyl) octahydro- , <2S,3aS, 7aS) - , compd. 
with 2-moihyl -2-propanumine (1:1), dihydrate (9CI) (CA INDEX NAME) 

CM 1 

CRN 82824-16-0 

CMC CIS H32 N2 OB 

Absolute stereochemistry. Rotation <-). 
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CRN 75-64-9 
CMP C4 Hll N 



HjO— fc— CH 3 
CHi 



8 8 2674-53-5 CAPLUS 

lH-Indole-2-carboxylic acid, l- ( (2S) -2- lii is) - l- 

( e thoxy car bony 1) butyl I amino] -l-oxopropyll octahydro- , (23, 3 as, 7aS) - , 
with 2-methyl-2-propanamine, hydrate (2; 2:3) (9CI) (CA index NAME) 



CRN 82834-16-0 
CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-). 
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HjC— C— CH 3 
CH3 
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Cm/ Ma * 
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TI Angiotensin receptor signal transduction inhibitors for treating 



103763X6 



135 of 36 1 



10576386 



136 of 36 1 



is 

'utaka 



otospoi 
IN Imauchi 1 
PA Japan 
10 pct int. Appl 

CODENi PIXXD2 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO, 
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APPLICATION NO. 
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AT, BB , 

IT, LU, 



RU, TJ. TM 

PRAI WO 2004-JP14390 20040930 

AB It Is intended to provide a medicinal composition for treating otospongiosis, 
a method of determining its dose, a method of administering the same and a 
diagnostic marker for otospongiosis. As a diagnostic marker Cor 
otospongiosis, DNA is isolated from a human subject and the genotype of the 
allele at the M23 5T polymorph lam in angiotenainogen gene is examined by pcr. 
Based on the results thus obtained, the cause of otospongiosis is estimated 
In the case where otospongiosis is saamingly caused by the hyperactivity of an 
angiotenainogen receptor, a drug compound capable of lowering the activity is 
administered to the patient. 

IT 107Ui3-36-t. Perindopril erbumine 

RLi PAC (Pharmacological activity); thu (Therapeutic use); BIOL 
(Biological study); uses (Uses) 

(angiotensin II receptor signal transduction inhibitors for treatment 
of otospongiosis) 

RN 107133-36-8 CAPLUS 

CN lH-Indole-2-carboxyllc acid, 1 - [ i 28) - 2 - ( ( ( is) - 1 - 

(ethoxycarbonyU butyl) amino) -l-oxopropyl) octahydro- , (28, 3aS, 7aS) - , 
with a-methyl-2-propanaraine (Id) (CA INDEX NAME) 

CM 1 



Absolute stereochemistry. Rotation (-). 
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CMF C4 Hll N 
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Preparation of tttcyclic anilide apirolactam cgrp receptor antagonists 
Bell, Ian M, ; ^ieberge, Cory R.i Stump, Craig A.; Zhang, Xufang; 
Gallicchio, Sttven N.; Zartman, C. Blair 
Merck fc CA./nc, USA 
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B^N-Al^AZ"^ 




>5<XXJL»<> 



ad Title compds. I (Al and A2 independently - bond or CR13R14, where one of Al 
and A2 is optionally absent; B > (un) substituted bicycloheterocycle; J - 
«C(R6a)-; CR13R14, and CO; K - -C(R6b). CR13R14, CO, etc.; R4 - H, 
{un) substituted alkyl, benzyl, etc.; R5a, R5b, and R5c - H. alkyl, alkoxy, 
halo, etc.; R6a and R6b independently * H, oh, halo, (un) substituted alkyl, 
etc.; R13 and R14 - H or (un) subst ituted alkyl; m - l or 2; n - l or 2] , and 
their pharmaceutical^ acceptable salts, useful as antagonists of calcitonin 
gene -related peptide (CGRP) receptors and useful in the treatment or 
prevention of diseases in which the CGRP is involved, such as headache, 
migraine and cluster headache. Thus, e.g., II was prepared by reaction of 5- 
amino-l , 3 -dihydro-2 ' H, 5 'H-spiro [indene-2, 3 ' -pyrrolidine] - 2 ' , 5 ' -dione 
(preparation given) with 5-amino- 1 , 3-dihydrospiro [indene-2, 3 • - pyrrolo(2,3- 
b) pyridin) -2 ' < 1 *H) -one (preparation given). I demonstrated activity as 
antagonists of the CGRP receptor with Ki or IC50 values generally less than 
about 50 hm. The invention is also directed to pharmaceutical compns. 
comprising these compds. and the use of these compels . and compns. in the 
prevention or treatment of such diseases in which CGRP is involved. 

IT 82834-16-0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(substances for use in combination chemotherapy with bicyclic anilide 
spirolactam compds. in prevention and treatment of diseases associated 
with CGRP receptor) 

RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- H2S) -2- [[ (IS) -1- 

(ethoxycarbonyl) butyl] amino) - 1-oxopropyl] octahydro- , (2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Tl Preparation of. tricyclic anilide spirohydantoin CGRP receptor antagonists 
IN Bell, Ian M.^Gallicchio, Steven N. ,■ Zartman, C. Blair; Thebergq, Cory R . ; 

Zhang, Xufart 
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_W_Dl_^ ~^4_Al_ A 2^N-^^S-^N--k 0 

:xgUxofc: 



AB Title compds. I IA1 and A2 independently ■ bond or CR13R14, where one of Al 
and A2 is optionally absent; Bl and B4 independently - C when double bond 
present, CRl or N; B2 and B3 independently ■ bond, CR1R2, CO, cs, o, s, etc., 
where one of B2 and B3 is optionally absent; Dl and D2 independently •• 0, s, 
' 302, CR1R2, co, etc.; T, u and V independently - -C(R1)- and -N- , wherein at 
least one of T, U, and V - «C(R1)-; W, X, Y, and z » bond, CR1R2, cs, o, etc.; 
Rl and R2 - H, (un) subst ituted alkyl, cycloalkyl, alkynyl, etc.; R4 - H, 
(un) substituted alkyl, benzyl, etc.; R5a, RSb, and R5c - H, alkyl, alkoxy, 
halo, etc.; R6 » H, (un) subst ituted alkyl, cycloalkyl, etc.; R13 and R14 - H. 
OH, halo, and (un) subst ituted alkyl; m - 1 or 2; n « l or 2) , and their 
pharmaceutical^ acceptable salts, useful as antagonists of calcitonin gene- 
related peptide (CGRP) receptors and useful in the treatment or prevention of 
diseases in which the CGRP is involved, such as headache, migraine and cluster 
headache. Thus, e.g., II was prepared by reaction of {-) -5' -amino-3- 
methylspiro[imidazolidine-4, 2'-indane) -2,5-dione (preparation given) with 
sodium (2, 5-dioxo-5,6-dihydro-4H-imidazo(l,5,4-de]quinoxalin- l (2H)yl)acetate 
(preparation given) . I demonstrated activity as antagonists of the CGRP 
receptor with Ki or ICS0 values generally less than about 50 uM. The 
invention is also directed to pharmaceutical compns. comprising these compds. 
and the use of these compds. and compns, in the prevention or treatment of 
such diseases in which CGRP is involved. 

IT 82814-16-0, Perindopril 

RLj PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(substances for use in combination chemotherapy with tricyclic anilide 
spirolactam compds. in prevention and treatment of diseases associated 
with CGRP receptor) 

RN 82834-16-0 CAPLUS 

CN 1H- indole- 2 -carboxylic acid, 1- I (2S) -2- [ ( (IS) -1- 

(ethoxy car bony 1) butyl] amino] - 1-oxopropyl] octahydro- , (23, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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validated ligand mapping of ACE active site 
Kuster, Daniel J.; Marshall, Garland R. 

Center for Computational Biology, Washington univ/roity, St. Louis, MO, 
63110, USA / / 

Journal of Computer-Aided Molecular Design UtyS) , 19(8), 609-615 
CODEN : JCADEQ; ISSN: 0920-654X 
Springer 
Journal 
English 

Crystal structures of angiotensin-converting enzyme (ACS) comploxed with three 
inhibitors (lisinopril. captopril, enalapril) provided exptl. data for testing 
the validity of a prior active site model predicting tho bound conformation of 
the inhibitors. The ACE active site model • predicted over 18 years ago using 
a series of potent ACE inhibitors of diverse chemical structure - was 
recreated using published data and com. software. Comparison between the 
predicted structures of the three inhibitors bound to the active site of ACE 
and those determined exptl. yielded root mean square deviation (RMSD) values 
of 0.43-0.81 A, among the distances defining the active site map. The bound 
conformations of the chemical relevant atoms were accurately doduced from the 
geometry of ligands, applying the assumption that the geometry of the active 
site groups responsible for binding and catalysis of amide hydrolysis was 
constrained. The mapping of bound inhibitors at the ACE active site was 
validated for known exptl. compds., so that the constrained conformational 
search methodol. may be applied with confidence when no exptl. determined 
structure of the enzyme yet exists, but potent, divorso inhibitors are 
available. 
107133-3S-8, Aceon 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(angiotensin-converting enzyme active site model predicting 

conformation of bound inhibitors) 
107133-36-8 CAPLUS 

1H- Indole -2-carboxylic acid, 1 - 1 (2S) - 2 - ( [ (IS) - 1 - 

(ethoxycarbonyl) butyl) amino J -1-oxopropyl] octahydro- , (23,3aS, 7aS) compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 
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Absolute stereochemistry. Rotation (-). 
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AB 
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method for the synthesis of perindopril [ (2S 


,3a8, 7aS) 




( (28) -2- [ (IS) 



(ethoxycarbonyl) butyl amino) prop ionyl)octahydro-lH- indole- 2 -carboxy lie acid) 
involves coupling of (28) -hexahydro indole- 2 -carboxy lie acid or its benzyl 
ester with (R> -O-CHMeCOCl (G - CI, Br. OH, tosyloxy, mesyloxy or 
trif luoromethanesulfonyloxy) and then (S) -Et 2-aminopentanoate, followed by 
catalytic hydrogenation. In an example, the reap, coupling reactions were 
carried in CH2Cl2-EtNPr- 12 at room temperature and MeCN- Bt3N at reflux. Yield 
of perindopril following hydrogenation was 95% (enantiomeric purity 99%) . 
IT P2*34-16-OP 1.0713 3 ••:.»« SP 

RLi IMF (Industrial manufacture),- SPN (Synthetic preparation)) PREP 
(Preparation] 

(synthesis of perindopril from hexahydroindolecarboxylate and 
bromopropionyl chloride) 
RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2 -carboxy lie acid, 1- ( (23) -2- [ [ (IS) - 1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl)octahydro- , <2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (->. 




107133-36-8 CAPLUS 

1H- Indole- 2- carboxy lie acid. 1 - t (28 > -2- ( ( ( IS) - 1- 
(e thoxycarbony 1 ) butyl ) amino) - l -oxopropyl ) oetahydro- 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM l 



(2S.3as,7aS)-, coapd. 



CRN 82934-16-0 
CMF CI 9 H32 N2 OS 



Absolute stereochemistry. Rotation (-). 
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CRN 75-64-9 
CMF C4 Hll N 



NH3 
H jC— 0— CHj 



RL: RCT (Reaetant); SPN (Synthetic preparation); PRE F 
( ( rvpArA' ion i i RACT (Reaetant or reagent) 

(synthesis of perindopril from hexahydroindolecarboxylate and 
bromopropionyl chloride) 
RN 539820-43-4 CAPLUS 

CN lH-tndolQ-2-carboxylic acid, 1 - ( ( 2S> - 2- I ( ( IS) - 1 - 

(ethoxycuubonyl) butyl (amino! - l-oxopropyl) -2,3,4,5,6, 7-hexahydro- , 
phenylmethyl ester, <2S) • (9CI) (CA index name) 

Absoluts stereochemistry . 
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"k^r-n 
o^^OBt 



RN 625095-50-3 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [ (28) -2- ( { < IS) - 1- 

(ethoxycarbonyl) butyl) amino) -1 -oxopropyl J -2,3,4 , 5,6, 7-hexahydro- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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A method for the synthesis of perindopril I (2S , 3as, 7as) -l - ( (28) - 2- { US) - 1- 
(ethoxycarbonyl) butylamino)propionyl]octahydro- 1H- indole -2- carboxy lie acid] 
involves coupling of (28) -hexahydroindole- 2 -carboxy lie acid or its benzyl 
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eater with <R> -G-CHMeCOCl (O - CI, Br, OH, tosyloxy, mesyloxy or 
trif luoromethaneaulfonyloxy) and then (S)-Et 2-aminopentanoate, followed by 
catalytic hydrogenation. In an example, the reap, coupling reactions were 
carried in CH2C12-EtNPr- i2 at room temperature and MeCN-Et3N at reflux. Yield 
of perindopril following hydrogenation waa 95% (enantiomeric purity 99%) . 

IT 82834-25-0?, Perindopril 1071J3-36-9P, Perindopril 
erbumine 

RLi IMP (Industrial manufacture) ; SPN (synthetic preparation) ; PRSP 
vPrepai atlon) 

(synthesis of perindopril from hexahydroindolecarboxylate and 
bromopropionyl chloride) 

RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (2S> - 2 - [ ( (IS) -1- 

(ethoxycarbonyl) butyll amino) - 1-oxopropyll octahydro- , (2S,3a3, 7a3) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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107133-36-8 CAPLUS 

1H- Indole- 2- carboxylic acid, I- I (23) -2- (( (IS) - 1 ■ 

(ethoxycarbonyl > butyl] amino) -l-oxopropyl] octahydro- , (2S,3as,7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



NH2 

H3C-C-CH3 

CH3 



S39U20-43-4P 6S1509S- SO- 3P 

RLi RCT (Reactant); spn (Synthetic preparation); PREP 
{Preparation) ; RACT (Reactant or reagent) 

(synthesis of perindopril from hexahydroindolecarboxylate and 

bromopropionyl chloride) 
539820-43-4 CAPLUS 

lH-Indole-2-carboxylic acid, 1- ( (23) -2- [ [ (is) - 1- 

( ethoxycarbonyl) butyl] ami noj -l-oxop ropy 1) -2, 3 ,4 , 5, 6, 7-hexahydro- , 

phenylraethyl eater, (23)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




CRN 82834-16-0 
CMF CI 9 H32 N2 05 



Absolute stereochemistry. Rotation <-) . 



RN 625095-50-3 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1 - ( ( 23) -2 - (( (IS) - 1 - 

(ethoxycarbonyl) butyl] amino] - l-oxopropyl ] -2, 3 , 4 , 5, 6 , 7-hoxahydro- . (23)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

>B The invention relates to thiazole compds . of formula I, which are modulators 
of peroxisome prolif erator-activated receptors (PPAR). particularly PPAR*. In 
compda. I, p is 0-3; L is selected from -xox-, -XS(0)mX-, and -XS(0)mXO-, 
where m is 0-2 and X is a bond or (un) substituted CI -4 alkylene; Rl is 
selected from halo, CI - 6 alkyl, CI -6 alkoxy, CI -6 hydroxyalkyl , CI- 6 
haloalkyl, Cl-6 haloalkoxy, (un) substituted C6-10 aryl, (un) substituted cs-io 
heteroaryl, (un) substituted C3-12 cycloalkyl, and (un) substituted C3-8 
heterocyclyl,- R2 is -XOXC02RS or -XC02R5, where X is aa defined previously and 
R5 is H or Cl-6 alkyl, and R3 and R4 are independently selected from R6 and 
R6Y, where R6 is (un) substituted C3-12 cycloalkyl, (un) substituted C3-8 
heterocyclyl, (un) substituted C6-10 aryl, and (un) substituted C5-13 
heteroaryl, and Y ia selected from Cl-6 alkylene, C2-6 alkenylene, C2-6 
alkynylene, -C(0)N(R5)-, and -OX-, where X and R5 are as defined previously, 
or R3 and R4. together with the atoms to which they are attached, form fused 
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bi- or tricyclic C5-14 heteroaryl; including pha rmaceut I ca 1 ly acceptable 
salts, hydrates, solvates, isomers, and prodrugs thereof. The invention also 
relates to the preparation of I, pharmaceutical corapna. comprising a 
therapeutically effective amount of compound I in combination with one or more 
pharmaceutical^ acceptable excipienta, as well as to the use of the compns. 
to treat or prevent diseases or disorders associated wich PPAR activity. 
Cyclocondensation of 2-bromo-4 ■ -methoxyacetophenone with thioacetaraido 
followed by bromination, demethylation, and alkylation with iso-Pr iodide gave 
bromothiazole II, which was brominated and substituted with phenol III 
(preparation in 3 steps from 4 -hydroxy-3 -methylacetophenone given) to givo 
thiazole IV. Compound IV underwont Suzuki coupling with 4- 

(trif luoromethoxyjphenylboronic acid and ester hydrolysis to give thiazole v. 
Most preferred compds. of the invention express an ECSo value for PPARA of 
less than 100 nM. The compds. of the invention are at least 100-lold 
selective for PPARfi over PPARy. 
IT 9Z«34- lfi-<i, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(preparation of thiazole compds. as ppar modulators and their use for 
treatment and prevention of diseases associated with PPARA activity) 
RN 82834-16-0 CAPLUS 

CN 1H- Indole -2-carboxylic acid, 1 - [ (23) -2- ( ( (IS) - 1- 

(ethoxycarbonyl) butyl] amino] -l-oxopropyl) octahydro- , (2s,3as,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



COJH I 

HN^^Pr-D 
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STRUCTURE DIAGRAM TOO LA ROB FOR DISPLAY - AVAILABLE VIA OPPLINE PRINT • 



The invention relates to oxaiole compds. of formula I, which are modulators of 
peroxisome prol iferator-act ivated receptors (PPAR) , particularly PPARe. In 
compda. I, p is 0-3, L ia selected from -xox-, -XS(o>mX-, and -xs(0)<nXO-, 
where m is 0-2 and X is a bond or (un) substituted Cl-4 alKylene; Rl is 
selected from halo, Cl-6 alkyl, cl-6 alkoxy, ci-6 hydroxyalkyl , Cl-6 
haloalkyl, Cl-6 haloalkoxy, (un> substituted C6-10 aryl, (un) substituted cs-10 
hetsroaryl, (un> substituted C3-12 cycloalkyl, and (un) substituted C3-8 
heterocyclyl; R2 is -xoxco2R5 or -XC02R5, where X is as defined previously and 
R5 is H or Cl-6 a iky 1 1 and R3 and R4 are independently selected from R6 and 
R6Y, where R6 is (un) substituted C3-12 cycloalkyl, (un) substituted C3-B 
heterocyclyl, (un) substituted ct-10 aryl, and (un) substituted C5-13 
heteroaryl, and Y is selected from ci-6 alkylene, C2-« alkenylene, C2-6 
alkynylene, -C(0)N(R5)-, and - OX- , where X and R5 are as defined previously, 
or R3 and R4, together with the atoms to which they are attached, form fused 
bi- or tricyclic CS-14 heteroaryl; including pharmaceutical ly acceptable 
ealte, hydrates, 3Clv«r, 0w ,^ isomers, and prodrugs thereof. The invention also 
relates to the prepa ra t i on" of I, pharmaceutical compna. comprising a 
therapeutically effective amount of compound I in combination with one or more 
pharmaceutical ly acceptable exclpients, as well as to the use of the compns. 
to treat or prevent diseases or disorders associated with ppar activity. 
Diaiotiiation of 4- (trlf luoromethoxy) acetophenone followed by 
heterocyclisation with acetonitrile, and bromination gave bromooxazole II, 
which was brominated and substituted with phenol III (preparation in 3 steps 
from 4 -hydroxy 3 -methyl acetophenone given) to give oxasole iv, compound IV 
underwent Susuki coupling with 2-ieopropoxypyridin-5-ylboronic acid 
(preparation from 2-chloro-5-bromopyridine given) and ester hydrolysis to give 
oxasole v. Most preferred compds. of the invention express an EC50 value for 
PPARJI of less than 100 nM. The compds. of the invention are at least 100- fold 
selective for PPARe over PPARy. 
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IT B2834-16-0, Perindopril 

RL: PAC (Pharmacological activity)/ THU (Therapeutic use); BIOL 
(Biological study) ; uses (Uses) 

(preparation of oxazoles as PPAR modulators and their use for treatment and 
prevention of diseases associated with PPARA activity) 
RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- 1 <2S) -2- ( ( (IS) -1- 

(ethoxycarbonyl) butyl] amino] -1-oxopropyl) octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (•). 
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OS CAS REACT 14 4:7098; MARPAT 144 i 70 98 

AB The invention relates to a process for the preparation of the ACE inhibitor 

perindopril, its pharmaceutical ly-acceptable salts and intermediates obtained 
in the process. The process involves conversion of N-[(13)-l- 
carbethoxybutyl] -L-alanine to the acid chloride hydrochloride and reaction 
with (28, 3a8, 7a8) -octahydroindole-2-carboxylic acid or a an ester or salt. 
The examples describe the synthesis of perindopril erbumlne by reactions 
carried out in CH2C12. 

IT 02834- Ki- OP, Perindopril 101133- 36-SP, Perindopril 
erbumlne iV'H*fi-o:i- *p \22-M4- S3- SP 

(K-v«V»-9e- 3P B4>vv54-<H-lf> 3«»*V5 J-0(*-5P 

RLi IMP (industrial manufacture); 8PN (Synthetic preparation); PREP 
U'n?parationl 

(process for preparation of perindopril and its salts) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (28) -2- ( HIS) -1- 

(ethoxycarbonyl) butyl J amino) - 1 -oxopropyl) octahydro- , (2S,3aS, 7aS> - (CA 



CRN 75-64-9 
CMF C4 Hll N 



HH2 
H3O-C-CH3 
CHJ 



RN 120465-02-3 CAPLUS 

CN 1H- Indole- 2-carboxy lie acid, 1- | (2S1-2- [ [(IS) -1- 

(ethoxycarbonyl) butyl] amino) -1-oxopropyl) octahydro- . 
(2S,3aS,7aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



trimethylsilyl ester, 



Absolute stereochemistry. Rotation (-) . 



RN 107133-36-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- I (2S) -2- [ 1 (IS) - 1- 

(ethoxycarbonyl) butyl) amino] - 1-oxopropyl] octahydro- , (2S,3as, las) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMF CI 9 H32 N2 05 

Absolute stereochemistry. Rotation (•). 





RN 122454-52-8 CAPLUS 

CN in- Indole- 2-carboxylic acid, l- ( (2S) - 2- { ( (IS) - 1- 

(ethoxyearbonyl ) butyl) amino) -1-oxopropyl] octahydro- , phenylmethyl ester, 
(23, 3 as, 7aS ) - (CA INDEX NAME) 

Absolute Bte reochemi st ry. 
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RN 869877-96-3 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- I (23) -2- [ [ (13) -l- 

(ethoxycarbonyl) butyl 1 amino} - l-oxopropyl] octahydro- , 1 , 1-dimethylethyl 
ester. (23, 3as,7aS) - (9CD (ca index name) 

Absolute stereochemistry. 



o 





• u 



RN 869954-09-6 CAPLUS 

CN lH-lndolo-2-carboxylic acid, 1- ( (28) -2- ( ( (IS) - 1- . 

(ethoxycarbonyl >butyl] amino] -l-oxopropyl] octahydro-, sodium salt (1:1). 
(2S,3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. Rotation (->. 



RN B6 9954-04-1 CAPLUS 

CN 1H- Indole- 2 -carboxy lie acid, 1- I (2S) - 2- I [ ( 13) - l- 

{ ethoxycarbonyl) butyl) amino] -l-oxopropyl) octahydro- , monopotassium salt , 
<2S,3aS,7aS»- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



•°r~ 

Hir^^pr-n 



• k 



RN 869954-08-5 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (23) -2- [ I (IS) - 1- 

(ethoxycarbonyl) butyl] amino] -l-oxopropyl] octahydro- , monolithium salt, 
(2S,3aS,7aS>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-), 
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• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to aryl compds. of formula I, which are modulators of 
peroxisome prolif erator-activated receptors (PPAR), particularly PPAR& . In 
compds. I, m is 0-3 » X, Y, and z are independently selected from CH and N; L 
is (un)substituted (CH2) nO(CH2)n or (CH2)nS (O)p (CH2) n, where each n iB 
independently selected from 0-4 and p is 0-2; Rl and R2 are independently 
selected from (un) substituted C3-12 cycloalkyl-A- , (un) substituted C3-8 
heterocyclyl -A- , (un) substituted C6-10 aryl-A-, and (un) substituted C5-13 
heteroaryl-A-. where A is a bond, Cl- 6 alkylene, C2-6 alkenylene, or C2-6 
alkynylenej R3 is selected from halo, C1-6 alkyl, C1-6 alkoxy, C1-6 
hydroxyalkyl, C1-6 haloalkyl, C1-6 haloalkoxy, (un> substituted C6-10 aryl, 
(un> substituted C5-10 heteroaryl, (un) substituted C3-12 cycloalkyl, and 
(un) substituted C3-B heterocyclyl; and R4 is selected from (CH2) nO(CH2) nCOZRS 
and (CH2)nC02RS. where n is as defined previously and RS is H or Cl-6 alkyl; 
including pharmaceut ical ly acceptable salts, hydrates, solvates, isomers, and 
prodrugs thereof. The invention also relates to the preparation of I, 
pharmaceutical compna. comprising a therapeutically effective amount of 
compound I in combination with one or more pharmaceutical^ acceptable 
excipients, as well as to the use of the compns. to treat or prevent diseases 
or disorders associated with PPAR activity. Substitution of Me bromoacetate 
with 4-hydroxy-3-methylacetophenone followed by Baeyer-villiger oxidation and 
methanolysis gave phenoxyacetate II, which underwent substitution of 3,5- 
dibromobenzyl bromide to give dibromobenzyl ether III. Treatment of III with 
an excess of 4-trif luoromethylphenylboronic acid and eater hydrolysis resulted 
in the formation of terphenyl IV. Most preferred compds. of the invention 
express an ECS0 value for PPAR& of less than 100 nM. The compds. of the 
invention are at least 100- fold selective for PPAR8 over PPARy. 

IT 83834-16-0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic used BIOL 
(Biological study); USES (Uses) 

(preparation of triaryl compds. as PPAR modulators and their use for 
treatment and prevention of diseases associated with PPARS activity) 

RN B2834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (2S) -2- { ( ( IS) - 1- 

( ethoxycarbonyl) butyl] amino) -l-oxopropyl) octahydro- , (2S,3aS, 7aS) - (CA 
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INDEX NAME) 
Absolute stereochemistry. Rotation (-). 



C0 2 H t 

HN^^-Pr-n 
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The invention relates to isoxazole cowpde. of formula I, which are modulators 
of peroxisome proli ferator-activated receptors (PPAR), particularly PPAR A. In 
compds. I, Rl is selected from (un) substituted Cl-6 alkyl, (un) substituted C3- 
12 cycloalkyl, (un) substituted C3-a heterocyclyl, (un) substituted C6-10 aryl, 
and (un) substituted CS-10 heteroaryl; R2 is selected from (CH2) nO(CH2) nOR5 , 
(CH2)nOR5, C02R5, C(0)N(R4>2, C (0) N ( R4 ) ( CH2) nOR4 , C02 < CH2 ) nORS , C{0) (CH2)nOR5 , 
C(0)N(R4) (CH2)nOR5, C (0) N ( R4 ) ( RS > , and C (0} N ( R4 > | CH2 ) nRS , where n is 0-4, R4 
is H or Cl-6 alkyl, and R5 is Cl-6 alkyl, C3-X2 cycloalkyl, C3-8 heterocyclyl, 
C6-10 ai7l, or CS-10 heteroaryl, or R4 and RS, together with the nitrogen atom 
to which they are attached, form C3-8 heterocyclyl or C5-10 heteroaryl/ and R3 
is selected from (un) substituted C3-13 cycloalkyl, (un) substituted C3-I 
heterocyclyl, (un) substituted C6-10 aryl, and (un) substituted C5-10 
heteroaryl; including pharmaceutics lly acceptable salts, hydrates, solvate*, 
isomers, and prodrugs thereof. The invention also relates to the preparation 
of 1. pharmaceutical compns. comprising a therapeutically effective amount of 
compound 1 in combination with one or more pharmaceutical ly acceptable 
excipients, as well as to the use of the compns, to treat or prevent diseases 
or disorders associated with PPAR activity. Esterif ication of 3- 
bromopheny lscetic acid followed by coupling with cyanide, reduction of the 
nitrile to an aldehyde, condensation with hydroxy lamina, and chlorination gave 
chlorooxime II. N-Boc-2-bromoe thy lamina was substituted with 2,4- 
dichlorophenol followed by deprotection, amidation with Et benzoylacetate to 
give benzoylacetamide III, which underwent cyclocondensation with chlorooxime 
II and ester hydrolysis, resulting in the formation of isoxazole IV. Most 
preferred compels, of the invention express an EC50 value for PPARA of less 
than loo nM. The compds . at the invention are at least 100- fold selective for 
PPARA over PPAR?. 
02934 14 i . Perindopri 1 

RL: PAC (Pharmacological activity) I THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(compds. and compns. as PPAR modulators and their use for treatment and 
prevention of diseases associated with activity of PPAR families, 
particularly PPARA) 
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A process for the preparation of an alpha polymorph of perindopri 1 erbumine is 
provided comprising (a) forming a solution comprising perindopri 1 erbumine in 
one or more ketones; (b) heating the solution to reflux; and (c) cooling the 
solution to a temperature sufficient to form the alpha polymorph of 
perindopri 1 erbumine. The alpha polymorphs of perindopri 1 erbumine obtained 
herein have a high purity level. 
107iJ3-3e-SF, Perindopril erbumine 

RLi PEP (Physical, engineering or chemical process); PRP (Properties); PYP 
(Physical process); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation)] PROC (Process); 
USES (Uses) 

(of perindopril erbumine u- polymorph) 
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AB Sterile compns. for administration as aerosols are described. They contain an 
active agent which is poorly water-soluble, a non- ionic surfactant a component 
and a phospholipid component. The compns. are suitable for oral or nasal 
inhalation, but also for topical or or mucosal administration. They are 
particularly useful for the efficient pulmonary administration of poorly 
soluble corticosteroids and can be aerosolized with common nebulizers. A 
colloidal solution contained cyclosporin 0.06, Tyloxapol 1.0, dimyristoyl 
phosphatidyl choline 1.0, propylene glycol 1.0, sodium chloride 0.7, and water 
for injection q.s. 100 mL. The average particle size of this colloidal 
solution was 9.7 nm. 

IT t 12*M-lfi -it, Perindopril 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(pharmaceutical aerosol composition) 
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TI Development of efficient genotyping method for detecting 

insertion/deletion type polymorph isms of human angiotensin 
convert »ig enzyme gene 
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AB An efficient genotyping method for detecting insertion/deletion type 

polymorphism of human angiotensin converting enzyme gene. The method is 
designed to detect the polymcx phi sins in the extracted genomic DNA samples by 
the real time PCR using the specifically designed primers and probes with 
fluorometric (FRET) detection. The ACE gene polymorphism anal, is especially 
established for diagnostic prediction of the genetic susceptibility to cardiac 
infarction, cardiac hypertrophy, diabetic nephropathy, IgA nephropathy or 
purpura nephritis. The ACB genotypes are classified into the DD, ID and II 
types and the order of the susceptibility to the above mentioned diseases is 
DD > ID > II. The genotyping method is also applied to predict the 
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effectiveness of the ACE inhibitors in the therapy of hypertension. The order 
of the effectiveness of the ACE inhibitors is DO > ID > II. The ACE 
inhibitors that can be subjected to this effectiveness prediction test are 
alacepril, imidapril hydrochloride, quinapril hydrochloride, temocapril 
hydrochloride, delapril hydrochloride, benazepril hydrochloride, captopril, 
trandolapril , perindopril erbumine, enalapril maleate, lisinopril, 
lactotripeptide and the peptides from dried bonito or sardine. 
107133-36-8, Perindopril erbumine 
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(effectiveness dependent on genotype,- development of efficient 
genotyping method for detecting insertion/deletion type 
polynorpnisais of human' angiotensin converting enzyme gene) 
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The invention discloses 


a 


method for reducing C- reactive protein in a subj 



in need of treatment thereof, wherein the subject is at risk of having or the 
subject has already had a vascular event or suffering from an inflammatory 
disease or disorder. In one embodiment, the vascular event is a 
cardiovascular event (e.g., myocardial infarction). In another embodiment, 
the vascular event is a cerebrovascular event (e.g., stroke, tranoient 
ischemic attacks) . In yet another embodiment the vascular event is a 
peripheral vascular event (e.g., intermittent claudication). The method 
comprises administering a therapeutically effective amount of at least one 
growth hormone secretagogue compound or a pharmaceutical ly acceptable salt, 
hydrate or solvate thereof. The growth hormone secretagogue can be 
coadministered with a second growth hormone secretagogue, HMO CoA reductase 
inhibitor, an ACAT inhibitor, a CETP inhibitor, an ant i- inflammatory agent, an 
ACE inhibitor, a Beta blocker, a cholesterol absorption inhibitor, a nicotonic 
acid, a fabric acid derivative, a bile ac id 'sequestering agent or a 
combination thereof. 
IT 62S34-16-0, Perindopril 

RL: PAC (Pharmacological activity), THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(growth hormone secretagogues for reducing c- reactive protein, and use 
with other agents) 
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A process for preparing perindopril or a pharmaceutically-acceptable salt 
comprises coupling a 4-halo-, 4-alkoxy- or 4 -nitrobenzyl ester of 
(23, 3aS, 7aS) -2- car boxyoctahydro indole with N- ( (3) - l-carbethoxybutyl] -L- 
alanine (l) in the presence of DCC and HOBT, followed by catalytic 
hydrolgenolysis. The starting ester was obtained from (s> - indoline-2- 
carboxylic acid by hydrogenation-esterif ication and l was obtained from 
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norvaline Et ester and pyruvic acid under catalytic hydrogonation conditions. 

The method was applied to the synthesis perindopril erbumine (20.5 g obtained 

from 24 g 4-chlorobenzyl ester and 21.26 g 1). 
IT 62a34-16-0P, Perindopril 107133- 36- 8P, Perindopril 
erbumine 

RLi IMF (Industrial manufacture), SPN (Synthetic preparation), PftEP 
(Preparation) 

(preparation of perindopril by acylation of octahydroindolecarboxylates 

with 

ethoxycarbonyl butyl alanine) 
RN 82834-16-0 CAPLUS 

CN 1H- indole- 2- carboxy lie acid, 1- [ (23) -2- I [ (IS) -1- 

(ethoxycarbonyl) butyl) amino 1 - l-oxopropyl 1 octahydro - 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



(2S,3aS.7aS) - (CA 




107133-36-8 CAPLUS 

1H- indole- 2-carboxy lie acid, 1- ( (23) -2- ( ( US) -1- 
(ethoxycarbonyl) butyl] amino) - 1-oxopropyl )octahydro- 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



(23, 3aS, 7aS) - . compd. 



CRN 82834-16-0 
CMF CI 9 H32 N2 05 



Absolute stereochemistry- Rotation (-) . 




O^OBt 



CRN 75-64-9 
CMF C4 Hll N 
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r 

CHJ 



• ', j.- up fftfc., \a >>* <?i> 

RLi RCT (Reactant); SPN (Synthetic preparation) t PREP 
M inprt irtt iv)f!.' / RACT (Reactant or reagent) 

(preparation of perindopril by acylation of octanydroindolecarboxylates 

i 

ethoxycarbonyl butyl alanine) 
793716- 56-0 CAPLUS 

lH-lndole-a-carboxylic acid, l- [ (28) -2- [( <1S>-1- 

< ethoxy car bony 1) butyl) ami no) - 1-oxopropyll octahydro- , (4- 

chlorophenyl) methyl eater. (29, 3aS, 7a8) - <9CI> (ca index name) 



Absolute stereochemistry . 




"XX 



RN 8664 30 - 96- 8 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- [ (28) -a- 1 1 US) -l- 

(ethoxycarbonyl) butyl) amino) - l-oxopropyl] octahydro - 
eater, (28, 3as, 7ai) - (9CI) (CA index name) 

Absolute stereochemistry. 



(4 -nitrophenyl) methyl 
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Role of transforming growth factor-pa in, and a possible Transforming 
growth factor-|i2 gene polwoi ph.! .wu as a marker of, renal 
dysfunction in essential hypertension i A study in turkish patients 
Bicik, Zerrin/ Oonen, Sevim; Bahcebaei, Talat; Reis, Kadriye; Arinaoy, 
Turgayj Sindel, Sukru j 

Department of Nephrology, Medical Bfcculty, Abant Izzet Baysal University, 

Duzce, Turk. / 

Current Therapeutic Research (2BQff) , 66(4), 266-278 

CODENi CTCEA9; IS8N : 0011- 3 93X 

Excerpta Medica, Inc. 

Journal 

English 

Backgroundi Many studies have shown that transforming growth factor (TOP) -fl 
has a major role in renal scarring in many renal diseases and hypertension, 
Objectives! The primary aim of this study was to investigate both the 
relationship between hypertension and serum and urinary levels of TGF-p2 (a 
more sensitive isoform for glomeruli than TGF-|il), and the effects of 
combination therapy with perindopril + indapamlde on microalbuminuria, which 
becomes an early indicator of hypertensive benign nephropathy, and serum and 
urinary TGF-J12 levels in patients with mild to moderate essential 
hypertension. In addition, we examined the possible relationship between TGF- 
p2 gene polymorphism and essential hypertension. Methods: This study was 
conducted at the Department of Nephrol., Medical Faculty, Gazi University, 
Ankara, Turkey. Patients aged 218 years with newly diagnosed mild to moderate 
essential hypertension (systol ic/diastolic blood pressure [sbp/dbp) >iao/>60 
mm Hg) who had not previously received antihypertensive treatment were 
included in the study. Patients with stage I hypertension received 
perindopril 2 mg + indapamide 0.625 mg (tablet), and patients with stage II 
hypertension received perindopril 4 mg ♦ indapamide 1.125 mg (tablet). All 
study drugs were given OD (morning) PO with food for 6 mo. serum and urinary 
TQF-fU and creatinine levels and serum and urinary albumin levels were 
measured before and after perindopril ♦ indapamide administration. Amplified 
DNA fragments of the TGF-R2 primer region were screened using amplification 
refractory mutation system polymerase chain reaction anal., and the number of 
AC A repeats was confirmed by DNA sequencing. Genetic studies were performed 
using a com. TGF-fJ2 kit. Results: Forty patients were enrolled in the study, 
and 38 patients (27 women, 11 men; mean (3D) age, 46.3 (6.5) years) completed 
it. SBP and DBP were significantly decreased from baseline with 
perindopril /indapamide (both, P « 0.001). Microalbuminuria and urinary TGF-J12 
levels also decreased significantly from baseline (P - 0.04 and P < o.ooi, 
reap.), whereas the serum TOF-pa level did not change significantly. Three 
patients, all of whom were found to have TGF-Jla gene mutations, had increased 
urinary TOP-pa levels despite good blood pressure control. Conclusions: The 
results of this study in patients with mild to moderate hypertension suggest 
that, despite good clin. control of blood pressure, the persistence of 
microalbuminuria and high urinary TGF-|l2 levels might predict renal 
impairment, when treating these patients, genetic tendencies and possible 
;)v>iyiiv:uuhiK«>s on the TGF-P2 locus should be kept in mind, 
«2fc34-16-0, Perindopril 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 

THU (Therapeutic use),- BIOL (Biological study); USES (Uses) 

(combined therapy of perindopril and indapamide reduced SBP and DBP, 
reduced microalbuminuria and urinary TGF-jJa but not of serum and 
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TOP-02 gene mutation was associated with higher urinary TOF-pa 
level in hypertensive patient) 
RN 82134-16-0 CAPLUS 

CN 1H- Indole- 2 -carboxylic acid, 1- [ (28) -2- [ ( (19) -1- 

( e thoxy ca r bony l)butyl)amino)-l- oxop ropy 1 ) oc tahy d ro - , (2S,3as,7aS)- (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (•). 
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Combination of (fi) -amlodipine and an ace inhibitor for reducing 
hypertension J 
Bush, Lerftv; Offogan, Donna Roy 
sepracor lie/ usa 
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WO 2005079772 
NO 3005079772 

Wi AE, AO, AL, 
CN, CO, CR, 
QE, GK, QM, 
LK, LR , LS, 
NO, N2, OM, 
TJ, TM, TN, 
RHi BH, GH , GM, 
AZ, BY, KG, 
EE, B9, ri, 
RO, SB. SI. 
MR, NB, SN, 
PRAI US 2004-54S451P 
US 2004-554030P 
US 200S-649635P 
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BR, BH, BY, BZ, CA, CH, 
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KB, KG, KP, KR, KZ , LC, 
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PG, PH, PL, PT, RO, RU, 9C, SD, SB, 8G, SK, 8L, SY, 

TR, TT, TZ, UA, UO, US, UZ, VC, VN, YU, ZA, ZM, ZH 

KB, LS, MH, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZH, AM, 

KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

PR, OB, OR, HU, IB, IS, IT, LT, LU, MC, NL, PL, PT, 

SK, TR, BP, aft, CF, CO, CI, CM, OA, ON, 00, ON. ML, 

TD, TO . / 
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• 20040316 
> 20050203 

AB The present invention generally relates to pharmaceutical compns. comprising 

optically pure (S) -amlodipine and an ACE inhibitor, In a preferred embodiment 
the (S) -amlodipine is (8) -amlodipine-L-malate , or a polymorph, pseudopolymorph 
or aolvhift thereof. In a preferred embodiment, the ACE Inhibitor is ramipril. 
The pharmaceutical compns. of the invention are useful in the treatment of 
hypertension. The present invention also relates to a method of treating a 
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patient suffering from hypertension or a cardiac disorder, comprising co- 
administering a therapeutically effective amount of optically pure (8)- 
amlodipine and an ACE inhibitor. In a preferred embodiment the (S) -amlodipine 
is (8) -amlodipine-L4malate, or a polymorph, pseudopolymorph or solvate 
thereof, in a preferred embodiment, the ACE inhibitor is ramipril. The 
preparation and properties of (S) -amlodipine L-malate solvates and the 
polymorphs are given. 

IT 93634-15-0, Perindopril 

RL. THU (Therapeutic use); BIOL (Biological study); uses (Uses) 

(combination of amlodipine and ACE inhibitor for reducing hypertension) 

RN 92934-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- t (28) -2- { ( ( 18) - l- 

( ethoxy carbonyl) butyl) amino) - l-oxopropyl) octahydro- , (2S,3aS, 7aS) - (CA 

INDEX NAME) 

Absolute stereochemistry. Rotation <-). 




\ Answer tu q 

*N1 /20Q5: 729537 
)Nlr 143 1211920 



OF 186 CAPLUS COPYRIGHT 2007 ACS on STN 

CAPLUS Full-te xt 

Preparation of diacylglycerol acyltranaf erase (DOAT1) inhibitors as 
anorectics. j 
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Preparation of perindopril 

Bhirud, shekhar Bhaskar; Ahmed, Suhail; Chand rase knar, 
rushotham, Vandanapu Loka Appala 



Pat. Appl 



Claimed are anorectics comprising as active ingredients compds. having DGAT 
inhibitory activity (DGAT1 inhibitory activity) or a prodrugs or a 
phannaceutically acceptable salts thereof. Thus, title compound (I) 
(preparation given) at 10 mg/kg orally in rats gave a 30% reduction in food 
consumption after a h. 
107133-36-s. Perindopril erbumine 

RL: THU {Therapeutic use) j BIOL (Biological study); USES (Uses) 

(preparation of diacylglycerol acyl transferase (dgati) inhibitors as 
anorectics) 

107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, 1- [ (2S) -2- I [ (13) - 1- 

(ethoxycarbonyl ) butyl] amino) - 1-oxopropyll octahydro- , (23 , 3aS, 7aS> - , compd. 
with 2 -methyl -2-propanatnine Usl) (CA INDEX NAME) 
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Absolute stereochemistry. Rotation (-). 




A process for preparing a novel intermediate, oxathiazolidinedione I, in the 
preparation of perindopril is provided. Thus, reacting thionyl chloride in 
CH2C12 with imidazole and N- l (S) - (carboxyethyl ) butyl- (S) -alanine gave I. Also 
provided are improved processes for the preparation of perindopril erbumine 
comprising (a) reacting I with a ailylated octahydroindolo- 1H-2- carboxylic 
acid II to form perindopril/ and (b) reacting perindopril with tert-butylamine 
to form perindopril erbumine. 
107133-36-SP 

RL; IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(preparation of perindopril and perindopril erbumine) 
107133-36-8 CAPLUS 



'63X6 171 of 361 

lH-lndole-2-carboxylic acid, 1- { (2S) -2- I [ (IS) -l- 

(ethoxycarbonyl) butyl 1 amino} -l-oxopropyl] octahydro-, (23, 3aS, 7aS) - . compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



CRN 82834-16-0 
CMP C19 H32 N2 05 



Absolute stereochemistry. Rotation (-) . 
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HjC-C-CHj 
CHJ 



82^3-; - 1C-0P, Perindopril 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP 
(Prepaiot ion- ; RACT (Reactant or reagent) 

(preparation of perindopril and perindopril erbumine) 
82834-16-0 CAPLUS 

lH-lndole-2-carboxylic acid, l- { (2S) -2- [ I (IS) - 1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl} octahydro- , (2S,3aS, 7aS) - 
INDEX NAME) 



Absolute stereochemistry. Rotation <->. 
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Complexes of the ACE- inhibitor perindopril, a salt, an addition salt or a 
derivative thereof with cyclodextrins, polyvinylpyrrolidone or hydroxypropyl 
cellulose, and processes for their preparation are described. E.g., complexes 
of perindopril erbumine with JJ-cyclodextr in and Me and hydroxypropyl p- 
cyclodextrins were prepared 

107133-36-9DP, Perindopril erbumine, compds., with hydroxypropyl 
and Me cyclodextrins 860260-85-lP 860260-8'i-2P 
8G02«;0-87-3P PG02$<)-86-4P SGC>260-83-£iP 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PRSP (Preparation); USES (Uses) 

(inclusion complexes of perindopril) 
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lH-Indole-2-carboxylic acid, 1- I (29) -2- ( [(1S)*1- 

(ethoxycarbonyl)buty 11 amino! -l-oxopropyl) octahydro- , (2S, 3aS, 7aS) - , compd. 
with 2-methyl-2-propanaraine (1:1) (CA INDEX NAME) 
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Absolute stereochemistry. 
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y-Cyclodextrin, compel, with 2-methyl -2-propanamine 

(28, 3a3,7aS) -1- ( (28) -2- [ { (18) -1- (ethoxycarbonyl ) butyl ) amino) - 1 - 

oxopropyl]octahydro-lH- indole- 2 -carboxylate (9CI) (CA INDEX NAME) 
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OH OH HO-CH; 



OH CHj-OH 




RN B60260-87-3 CAPLUfl 

CN s-Cyclodextrin, compd. with 2 -methyl- 2-propanamine 

(28,338,788) -1- [ (28) -2- 1 [ (18) -1- (ethoxycarbonyl ) butyl ) amino] -1- 
oxopropyl)octahydro-lH- indole- 2 -carboxylate (9C1) (CA INDEX NAME) 

CM l 

CRN 156S10-98-4 
CMF C60 H100 O50 

Absolute stereochemistry. 



CRN 107133-36-8 

CMF C19 H32 N2 05 . C4 Hll I 



CRN 82634-16-0 
CMF CIS H32 N2 05 




Absolute stereochemistry. Rotation (-). 




OEt 

Pr-n 



CRN 107133-36-8 

CMF CI 9 H32 N2 05 . C4 Hll N 



CRN 82834-16-0 
CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-). 



CRN 75-64-9 
CMF C4 Hll N 



NHa 

HjC-tN-CHj 
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CRN 7 5-64-9 
CMF C4 Hll N 



CRN 9003-39-8 
CMF (C6 H9 N 0>x 
CCI PMS 



NHa 

H3C-C— CH 3 



CRN B8-12-0 
CMF C6 H9 N O 
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lH-lndole-2-carboxylic acid, 1- [ (2S) -2- [ [ (IS) -1- 

< e thoxy car bony 1) butyl] amino) - l-oxopropyl J octahydro- , (2S,3aS,7aS) compd. 
with l-ethenyl-2-pyrrolidinone homopolymer and 2 -methyl- 2-propanamine 
(liTil) (9CI) (CA INDEX NAME) 



CH= CH 2 



CRN 107133-36-8 
CMF C19 H32 N2 05 



860260-89-5 CAPLU3 

Cellulose, 2-hydroxypropyl ether, compd. with (2S, 3aS, 7aS) -l- ((23) - 2- 
l [ (is) -l- (ethoxycarbonyl) butyl) amino) - l-oxopropyl 1 octahydro- 1H- indole-2- 
carboxylic acid and 2 -methyl -2-propanamine (9CI) (CA INDEX NAME) 



CRN 82834-16-0 
CMP CI 9 H32 N2 05 



Absolute stereochemistry. Rotation (-) . 



CRN 107133-36-8 

CMF C19 H32 N2 05 . C4 Hll N 



Opt 



c^,o Bt 

C0 2 H 

Pr-n 



CRN B2834-16-0 
CMF CI 9 H32 N2 05 



Absolute stereochemistry. Rotation (-). 



OfX 



^ HN^^P 



CRN 75-64-9 
CMF C4 Hll N 



NH2 
HjC-C— CHj 
CH3 



CRN 75-64-9 
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JJH2 
H J C— C— CH 3 
CH3 
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1H- Indole- 2-carboxylic acid. 1- [ (28) -2- [ I <1S> -1- 

(ethoxycarbonyl)butyll amino] -l-oxopropyl] octahydro-, (23,3aS,7a8) - 
with 2-methyl- 2-propanamine (1:1) (CA INDEX name) 



CRN 9004-64-2 

CMF C3 H8 02 . x Unspecified 



CRN 9004-34-6 
cmf unspecified 
CCI PMS, MAN 

STRUCTURE DIAGRAM IS NOT AVAILABLE *** 



CRN 82834-16-0 
CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-). 



Gee 



CRN 57-SS-6 
CMF C3 H8 02 



CRN 75-64-9 
CMF C4 Hll N 



,c-lr* 



IT 62834-15-0, Perindopril 

RL: RCT (Reactant) ,■ RACT (Reactant or reagent) 
(inclusion complexes of perindopril) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- [ 12S) -2- ( [ (IS) -1- 

( ethoxycarbonyl) butyl] amino) - l-oxopropyl) octahydro- , 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



(23,383,733)- (CA 




H 3 C— C— CH3 
CH3 
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DT Patent 
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107133-.l«-g, Perindopril erbumine 

RL: RCT (Reactant); THU (Therapeutic use); 

(Reactant or reagent); uses (Uses) 

(inclusion complexes of perindopril) 



PI 



BIOL (Biological study)/ RACT 



WO 2005068425 Al 20050728 WO 2005-BP283 loJ%0113 

W: AB, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BzVcA, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, BE, EG, ES, PI, GB, GD, 

GE, GH, CM, HR, HU, ID, IL, IN, IS, JP, KB, KG, KP, KR, KZ. LC, 

LK. LR, LS, LT, LU, LV, MA, MD, MG, MK, MN. MW, MX, MZ, HA , NI . 
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PG, 
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RO 
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AB The tnvantion relates Co a process for the preparation of ACE inhibitor 

perindopril which starts from N- ( (s ) - 1 - carbe thoxybutyl ] -L-alanine and involves 
trimethylsilyl protection and conversion to reactive acid chloride Cor 
reaction with (29, 3aS, 7aS) -octahydroindole-2-carboxylic acid having a 
protected car boxy 1 group. The invention also relates to new crystalline and 
amorphous forms of perindopril. Thua, perindopril obtained by reaction of 
silylated reactants was purified by filtering a CH2C12 solution through a 
silica gel column and crystallizing from an et ether solution Perindopril in 
new crystalline form (78.2%) was obtained. 
IT 0JM4-16 »?, Perindopril 

RL : IMP (industrial manufacture)/ PRP (Properties) ; PUR (Purification or 
recovery); RCT (Reactant); BPN (Synthetic preparation); PREP 
l Preparation) I RACT (Reactant or reagent) 

(ciysi «1 structure; preparation of perindopril in new 
cr/.it.aJline form) 
RN B2S34-1C-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, I - I (28) -2- ( ( ( IS) • 1 - 

(ethoxycarbonyl) butyl) amino! - l-oxopropyl) octahydro- , (2S, 3as, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry . Rotation (-). 



L0UJ3-3C'aP, Perindopril erbumine 

RL i IMP (Industrial manufacture)/ 8PN (Synthetic preparation) ; PRE 

rprupnrat ion) 

(preparation of perindopril in new crystalline form) 

107133-36-8 CAPLUS 

iH-Indole-2-carboxylic acid, l- 1 (28) -2- [ [ ( IS) -1 - 

(ethoxycarbonyl) butyl) amino] - l-oxopropyl] octahydro- , (2S,3aS,7aS) - 
with 2-methyl-2-propanamina (l.l) (CA INDEX NAME) 



CRN 82834-16-0 



10576386 !82of36l 
CMP C19 H32 N2 05 

Absolute stereochemistry. Rotation <-). 




r 

H jC — C — CH j 
CH3 



it Bs*sai-8S-«;p as;su«-Gi-3p se:ai&-65-?i> 

RL i RCT (Reactant); SPN (Synthetic preparation); 

(Preparation; ; RACT (Reactant or reagent) 

(preparation of perindopril in new crystalline form) 
RN 859511-85-6 CAPLUS 

CN 1H- Indole- 2- carboxy lie acid, 1 - ( (28) -2- [ [ ( IS) - 1- 

(ethoxycarbonyl) butyl} (trimethylsilyl) amino) - 1 -oxopropyl ) octahydro- 
1, 1-dimethylethyl eater. (28 , 3aS , 7aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PREP 




RN 861818-61-3 CAPLUS 

CN 1H- indole- 2- carboxylic acid, 1 - [ (28) -2- [ [ (18) - 1- 

(ethoxycarbonyl) butyl] (trimethylsilyl) amino] - 1 -oxopropyl] octahydro- 
phenylmethyl ester, (28, 3as, 7aS) - (»ci) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 86 1818-65-7 CAPLUS 

CN 1H- lndolo-2-carboxyl ic acid, l- ( (28) - 2- { i ( 18) - 1 - 

(ethoxycarbonyl ) butyl 1 ttrimethylsi lyl ) amino] - 1 -oxopropyl I octanydro- , 
trimethylsilyl ester, (28, 3a3 , 7aS> - (SCI) (CA index NAME) 

Absolute stereochemistry. 




i.CNT / 
LyL»MBR S 

i ,= 2oos»6i6 



THERE ARB 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



{ 8» OP llfi CAPLUS COPYRIGHT 2007 ACS on STN 
16251 CAPLUS Full 7 i t ext. 
143,209860 

Effect of genetic variation on therapy with angiotensin converting enzyme 
inhibitors or angiotensin receptor blockers in dialysis patients 



Krueger , 



loesl 



Schmitz, 



Rtegger, 
University of Regensburg, 



10(4), 161-168 



Boeger, C. A.; Ooetz, 

0 . A . J.i Kraeme r , a . K. 

Kllnik und Poliklinik fuer Innere Medisin 
Regensburg, Osrmany / 
European Journal of Medical Research <4>o/ 
CODEN i EJMRPL; ISSN. 094S-2321 V 

1. HoUapfel varlag OmbH 
Journal 

English 

introduction! The rols of interaction of polymorphisms in the Renin- 
Angiotensin-System ( RAS) with angiotensin converting enzyme (ACE) or 
angiotensin receptor (AOTRl) inhibitors (RAS inhibitors) is unknown, as is the 
role of such therapy in end stage renal disease (EBRD) patients. Methodst Me 
enrolled all 445 prevalent patients with diabetic nephropathy receiving 
maintenance hemodialysis in 30 centers in Southern Germany from August 1999 to 
Jan, 2000 for prospective survival anal, until Dec. 2003. Blood pressure and 
medication was recorded at inclusion. Me determined survival specific for 
allelic variants of the ACE (insertion/deletion), Angiotensinogen (M235T) and 
AOTRl (A1166C) genes. The effect of therapy with RAS inhibitors at study 
inclusion was determined for the allelic variants of each gene. The primary 
end point was all causa mortality (ACM). Resultsi Por all poiyinarphiams, and 
(or therapy with RAS inhibitors there was no significant effect on survival in 
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the complete collective (n - 445) , though there was an insignificant trend for 
improved survival in patients on AGTR1 antagonists. Increased ACM risk was 
associated with treatment with RAS inhibitors only in patients homozygous for 
the wild type AOTRl 1166A allele (HR 1.65, p-0.01). Por all other 
poiyeevphisina. therapy with RAS inhibitors had no significant effect on ACM, 
irresp. of genotype, similar results were obtained in patients with systolic 
ventricular dysfunction. Conclusion! Our data do not show a survival 
advantage for type 2 diabetes hemodialysis patients receiving RAS inhibiting 
therapy. In addition, our data indicate that allelic variation in RAS genes 
and pharmacogenetic interaction with RAS inhibition does not affect mortality 
risk in diabetic hemodialysis patients. 
IT 82834-16 0, Perindopril 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(RAS inhibiting therapy with ACE inhibitors perindopril did not improve 
survival of diabetic nephropathy patient receiving maintenance 
hemodialysis) 
RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2- carboxy lie acid, 1 - ( (28) -2- 1 1(18) - 1- 

(ethoxycarbonyl) butyl) amino! - l -oxopropyl ) octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Tl Method for/preparing N-carboxyalkyl dipeptide type angiotensin converting 
enzyme inlAbitor 

IN Shi, «uiyn; Zhang, Qingwen; Zhong, Jingfen; Shan, Xiaoyan; Chen, 

GuoliVng/ Zhou, Minghua 
PA ShangflaeT Research Institute of Pharmaceutical Industry, Peop. Rep. China 
SO Faming Zhuanli shenqing Gongkai flhuomingshu, 11 j 
CODEN i CNXXEV 

dt Patent 
LA Chinese 
FAN.CNT 1 

PATENT NO. KIND &»B APPLICATION NO. DATE 



ite of Pharm 
longkai Shuo 



PI CN 1429835 A 20030716 CN 2002-139936 20021230 

PRAI CN 2002-139936 20021230 

AB The dipeptide, (I, R30CO- CHR1NHCHR2CONR4R5 wherein Rl - Pr or phenethyl; R2 
Me, 4-trif luoroacetamidobutyl, or 4-aminobutyl ; and R3 • H or ethyl), is 
prepared by allowing to react R30COCHR1NHCHR2COOH with bis (trichloromethyl) 
carbonate in solvent at <-20)-l00 a C for 1-50 h to obtain N-carboxylic 
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anhydride and then coupling with alpha- amino acid or its derivative in organic 
solvent at {-20)-l00 B C for 1-50 h. The alpha-amino acid or its derivative, 
R4R5NH, is l,2,3,4-tetrahydro-3- isoquinolinecarboxylic acid benzyl ester, 2- 
azabicyclo(3 .3 .0)octane-3- carboxylic acid, 2-pyrrolidinecarboxylic acid, or 
octahydro- lH-indole-2- carboxylic acid. 
IT 02 >334 - 16- OP , Perindopril 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PRE? 'Preparation) ; 

uses (uses) 

(tert-butylamine salt; method for preparing N-carboxyalkyl dipeptide type 
angiotensin converting enzyme inhibitor) 
RN 82834- lfi-0 CAPLUS 

CN 1H- Indole- 2-carboxylic acid, 1- [ (23) - 2- [ [ ( IS) - 1 - 

(ethoxycarbonyl) butyl) amino) -1-oxopropyl) octahydro- , <2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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InseretoZ/deletion polymorphism of the ACE gene and adherence to 
ACE inhibitors 

Schelleman, H.; Klungel, O. H . ; van Duijn, C. M , ; witteman, J. c. M . ; 
Hofman, A.; de Boer, A.; Strieker, B. H. Ch 

Department of Epidemiology £ Biostatistics , Erasmus MC, Rotterdam, Neth. 
British Journal of Clinical Pharmacology (2005), 59(4), 483-485 
CODE W : BCPHBM; ISSN: 0306-5251 

Blackwell Publishing Ltd. 

Journal 
English 

we investigated whether the insertion/deletion (I/D) polymorphism of the ACE 
gene modified the adherence to ACE inhibitors as measured by the 
discontinuation of an ACE inhibitor, or addition of another antihypertensive 
drug. This was a cohort study among 23 9 subjects who started ACE inhibitor 
therapy. A Cox proportional hazard model was used to calculate relative risk 
(RR) . During follow-up there wag no significant difference between subjects 
with the DD, ID or II genotype (DD vs II; RR - 1.17, 9S%C1: 0.78, 1.77 and ID 
vs lit RR - 1.06, 95%C1: 0.73, 1.55) in adherence. The I/D polymorphism of 
the ACE gene does not influence the adherence to ACE inhibitors. 
&283-i- 16-0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(ACE gene insertion/deletion polymorphism and adherence to 
ACE inhibitors) 
82834-16-0 CAPLUS 

lH-lndole-2-carboxylic acid, 1- [ (28) -2- [ [ (IS) -1- 
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(ethoxycarbonyl) butyl) amino) -1-oxopropyl] octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Novel method for preparation of crystalline perindopril erbumine 
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SO PCT Int. Appl. , 68 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
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PI 



WO 2005037788 
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KG, KZ, MD, RU, TJ, 

FI, FR, OB, GR, HU, 



BF, BJ, 
AU 2003300689 
EP 1675827 
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JP 2007518668 
US 2007149604 
IN 2006MN00495 
PRAI WO 2003-IN340 
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20061010 
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DZ, EC, EE, 
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BE, BG, CH, 
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GN, GO, GW, 
AU 2003- 
EP 2003- 
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BR 2003- 
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20031021 
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AB Crystalline perindopril erbumine ( I . H2NBu- tert) is prepared and the x-ray 

(powder) diffraction pattern given. The process comprises reacting a solution 
of perindopril (I), in a solvent selected from DMF or di-Me acetals of lower 
aliphatic aldehydes and ketones with tertiary butylamine and crystallisation 
of the erbumine salt thus obtained by heating the reaction mixture to reflux, 
filtering hot, cooling gradually to 2D-30», and further cooling to 0-15° for 
30 min-1 h and finally filtering off and drying the crystals. 
IT ai&34-l6-0P, Perindopril 

RL: PRP (Properties); RCT (Reactant) ; SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); Vii&P "'Preparation) ; 
RACT (Reactant or reagent); USES (Uses) 

(preparation of crystalline perindopril erbumine) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ <2S) -2- [ 1 (IS) -1- 

(ethoxycarbonyl) butyl) amino) - 1-oxopropyl] octahydro- , (2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




10713? - 36 -sp, Perindopril erbumine 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP {Preparation; ; USES (Uses) 

(preparation of crystalline perindopril erbumine) 
107133-36-8 CAPLUS 

lH-lndole-2-carboxylic acid, 1- ( (23) - 2- (J (IS) -1- 

(ethoxycarbonyl) butyl) amino) -1-oxopropyl) octahydro- , (2S, 3aS, 7aS> - , 
with 2 -methyl -2-propanamine (1:1) (CA INDEX NAME) 



CM 



1 



Absolute stereochemistry. Rotation (-) . 
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COjH I 

HN^-^Pr-n 



CRN 75-64-9 
CMP C4 Hll N 



HH2 
HjC— C— CH 3 
CH3 



IT 1224 51- 52 -BP 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP 
it* reparation) ; ract (Reactant or reagent) 

(preparation of crystalline perindopril erbumine) 

RN 122454-52-8 CAPLUS 

CN lH-lndole-2- carboxylic acid, 1- 1 <2S> -2- I ( (13) -1- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl J octahydro- , phenylmethyl ester, 
(23, 3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. 
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TI Mortality in patients with hypertension on angiotensin- I converting enzyme 
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(ACK) - inhibitor treatment is influenced by the ace insertion/deletion 

(.. .I.l>'MUU (Mi! <i N 

AU BloufflinK, Oyaele *.; Schut, Anna P. C, Sturkenboom, Miriam C. J. M. ; Van 

Ouljn, Cornelia M. ; Deckers, Jaap W. < Hot man, Albert; Kingma, J. Herre; 

witteman, Jacqueline c. m. ; Strieker, Bruno H. Ch, 
Cfl Department of Epidemiology t Biostatistics, Erasmus Medical Center, 

Rotterdam, 3000 OH, Neth. 
90 Pharmacogenetics and aenomics (2005) , IS (2), -75-81 

COOBN: PGHKAI 
PB Lippincott Williams & Wilkins 
DT Journal 
LA B/jlish 

A* Ah9 reaponae to angiotensin- J converting enzyme (ACK) - inhibitor therapy ia 
I /highly variable. Residual ACK activity during treatment, potentially modified 
lr by the ACS insertion/deletion (I/D) polyn:crpnii?m, may explain part of this 
variability, we studied the possible interaction between ACE- inhibitor 
therapy in patients with hypertension and the ACE I/D polymorphism in incident 
heart failure and death, we studied 3365 hypertensive participants of the 
population-based Rotterdam Study, without heart failure at baseline for whom 
ACK-genotyping was successful. Incident heart failure waa defined according 
to eatablished criteria. In addition, total and cardiovascular mortality were 
atudied aa endpointa. A cox regreaaion model with use of ACE- inhibitors 
defined as t ime- dependent covariates was used for data-anal. Interaction was 
tested in this model assuming an allele-ef feet relationship. Although we 
could not demonstrate a beneficial effect of ACB-inhibitors, there was 
significant interaction between the ACE I/D polymorphism (II -ID-DO) and ACE- 
inhibitor use in the prediction of total and cardiovascular mortality. 
Mortality risk associated with treatment increased with the number of D 
alleles present; e.g. for total mortality in the II genotype group: RR-0.9S 
(95* CI 0.63-1.45). in the ID genotype group: rr-i.ob (95% CI 0.84-1.38) and 
in the DD genotype group: RR-1.61 (95% CI 1.18-3.18). No statiatically 
significant interaction was found for incident heart failure. The resulta of 
our study suggest a relative resistance to ACE- inhibitor therapy in subjects 
with hypertension and the DD genotype compared to the 11 genotype, with the ID 
genotype in an intermediate position. 

IT 83S34-U-0, Perindopril 

RL> : PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); uses (Uses) 

(ACR insertion/deletion influences mortality in hypertensive patients 
on ACS inhibitors) 
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CN 1H- Indole- 2 -carboxy lie acid, l - [ (28) -2- ( [ ( IS) - 1- 

(ethoxycarbonyl) butyl) amino) - l-oxopropyl) octahydro- , (28, 3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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AB The title compds. I (Rl, R2 - H, alkyl, etc.; ring A - aryl, etc.; X - 

C02(CH2)n, etc.; n - 0 - 3 ; R3 , R4 , R200 - H, halo, etc.; ring B - phenylene, 
etc.; ring C - Ph, etc.; R5, R6 , R7 - H, alkyl, etc.; R« , R» - H, 
(un) substituted alkyl, etc,: E - o, etc.; Y « oco, etc.; Alkl, Alk2 - 
alkanediyl, etc.; 1, m - 0 • 3) are prepared Thus, di-Et 2 - (2- (3 -acetoxy-4 - 
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( |4 ' -trif luoromethylbiphenyl-2- carbonyl) amino! phenyl) acetoxymethyl) - 2- 
phenylmalonate was prepared in 2 steps from di-Et 2- (2- O-bensyloxy-4- [ (4 ' - 
trif luoromethylbiphenyl-2- carbonyl) amino} phenyl) acetoxymethyl) -2- 
phenylmalonate. In a teat for the inhibition of triglyceride transfer 
activity between liposomes by microsomal triglyceride transfer protein, 
compds. of this invention showed IC50 values of < 10 nM to 1000 nM. 
Formulations are given. 
lu7VJj-K.-8, Perindopril erbumine 

RL i THU (Therapeutic use); BIOL {Biological study); USES (Uses) 

(combination of biphenyl or phenylheterocyclyl moiety-containing eaters (as 
inhibitors of microsomal triglyceride transfer protein) and u- 
•nd P- blockers) 

107133-36-8 CAPLUS 

lH-lndole-2-carboxylic acid, 1- [ (28) -2- [ I (IS) - 1- 

(ethoxy carbonyl) butyl J amino) - l-oxopropyl) octahydro- , (28,3a9. 7aS) - , compd. 
with 2-methyl- 2- propamine (1:1) (CA INDEX NAME) 



CRN 82834-16-0 
CMF C19 H32 N2 OS 



Absolute stereochemistry. Rotation (•). 
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: Communications (2g0S) , 35(2), 243-248 
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PB Taylor k Francis, Inc. 
DT Journal 
LA English 

OS CASREACT 142:4 30514 

AB ACE (anglotensin-converting enzyme) inhibitors have been synthesized in high 
dlastereomerlc selectivity by condensation of novel activated amino eaters 
with cyclic amino acid esters using simple reaction conditions. The activated 
amino esters may be obtained from the corresponding carboxylic acids or their 
acid chlorides by activation with 2-mercapto-benzothiazole . 

IT 111 i5i-53-SP 

RLi RCT (Reactant); SPN {Synthetic preparation); PREP 
if-reparat ion; ; RACT (Reactant or reagent) 

(asym. syntheais of ACE inhibitors by condensation of 
mercaptobenzothiazole-activated esters with cyclic amino eaters) 

RN 122454-52-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, l - 1 (2S) - 2- 1 [ (IS) - 1- 

(ethoxycarbonyl) butyl) amino] -l-oxopropyl) octahydro- , phenylmethyl ester, 
(2S,3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. 




IT 02S?4-1C-0? 

RL: SPN (Synthetic preparation); PftfiP (Preparation) 

(asym. synthesis of ACE inhibitors by condensation of 
mercaptobenzothiazole-activated esters with cyclic amino esters) 
RN 82834-16-0 CAPLUS 

CN ih- indole- 2 -carboxylic acid, I- 1 (2S) -2- 1 [(13) -1- 

(ethoxycarbonyl) butyl) amino) - 1 -oxopropyl ) octahydro- , (2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (->. 
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heated to reflux, passed over hiflo rapidly at reflux temperature and washed 
with hot EtOAC (30 mL) . Then, the reaction mass was stirred for 2 h at 
,apprx.30», cooled to 0», and stirred for further 2 h at 0° to 5". The 
separated solid was filtered, washed with EtOAc (15 mL) , and dried to give 12 
g of 99.77% pure perindopril tert-butylamine salt. 

IT <?2034-l<5-OP, Perindopril 1214 54 -52 -OP, 

<2S,3aS,7afl)-l- t(2S) -2- [I (IS) -1- (Ethoxycarbonyl ) butyl] amino! - 1- 
oxopropyl]octahydro-lH- indole- 2- carboxylic acid benzyl ester 
RL: rct (Reactant); spn (Synthetic preparation) , PP.HP 
['Preparation}! RACT (Reactant or reagent) 

(intermediate; process for pure perindopril tert-butylamine salt) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole -2 -carboxylic acid, l- [ (2S> -2- [ [ (lfl) -l- 

(ethoxycarbonyl) butyl J amino) -1-oxopropylloctahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation <-). 



H l"""^ 



RN 122454-52-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- ( (2S) -2- ( ( (IS) - 1- 

(ethoxycarbonyl) butyl! amino] -l-oxopropyl]octahydro-, phenylmethyl ester, 
(2S,3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. 




Pure perindopril tert-butylamine salt is obtained by extracting an aqueous 
solution of perindopril (I), namely (2S,3aS,7aS)-l- [ (2S) -2- [ [(IS) -l- 
(ethoxycarbonyl) butyl] amino] - l-oxopropyl]octahydro-lH- indole -2-carboxylic 
acid, or its salt contaminated with impurities with a suitable organic solvent 
such as methylene dichloride at a pH of 4.0 to 6.5, separating the organic 
layer, isolating I from the organic layer and converting it into tert- 
butylamine salt. Thus, perindopril tert-butylamine salt (15 g, purity 92.4%) 
was added to water (100 mL) and CH2C12 (100 mL) and the pH of the mass was 
adjusted to 5.4 by using 20% dilute HC1. The phases were separated and the 
aqueous layer was washed with CH2C12 (2 x 75 mL) . The CH2C12 layer and 
washings are combined and the combined organic phase wag washed with water (50 
^10% aqueous NaCl (50 mL) . The organic layer was dried over 
conc5n*r>fced to give a residue, perindopril, (99.3 % purity) . 

i addeUyto the residue (15 g) and stirred for 10 min to 
Obtain a clear solution Ttert-Butylamine was added dropwise to the solution at 
J the same temperature The reaction mass was then 





107133-56- CP, Perindopril tert-butylamine salt 

RL: RCT (Reactant) ; SPN (synthetic preparation) ; PKHF 

(Preparation) ; ract (Reactant or reagent) 

(process for pure perindopril tert-butylamine salt) 
107133-36-8 CAPLUS 

lH-lndole-2-carboxylic acid, 1- 1(28) -2- ( [(IS) -1- 

(ethoxycarbonyl) butyl] amino! - 1 -oxop ropy llocta hydro- , <2S, 3aS, 7aS> - 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 
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AB Compns. and kits are described, comprising a nitrosated and/or nitrosylated 
cardiovascular compound, a nitric oxide donor compound and /or another 
therapeutic agent for treating cardiovascular diseases, renovascular diseases, 
diabetes, diseases resulting from oxidative stress, endothelial dysfunctions, 
diseases caused by endothelial dysfunctions, cirrhosis, pre-eclampgia, 
osteoporosis, and nephropathy. The nitrosated and/or nitrosylated 
cardiovascular compds. are preferably P -adrenergic antagonists, ACB 
inhibitors, anti-hyperlipidemic compds., or antithrombotic and vasodilator 
compds. 

IT B2834 -16-0D, Perindopril, nitrosated and nitrosylated derivs. 
RL s THU (Therapeutic use); BIOL (Biological Btudy) ; USES (Uses) 

(nitrosated and nitrosylated cardiovascular compds., their compns., and 
use) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole -2 -carboxylic acid, 1- | <2S) -2- [ ( US) -1- 

(ethoxycarbonyl) butyl] amino] - 1 -oxopropyl ] octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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B«nzodiaE8pine derivs. o£ formula I {Ri - H, alkyl, cycloalkyl, aryl, etc.; R2 

- H, alkyl, cycloalkyl, aryl, etc.; R3 - H, alkyl, C02H, alkoxycarbonyl ; R4 - 
H, alkyl, cycloalkyl, aryl, etc.; R5 - H, alkyl, cycloalkyl, etc.; n - 1-4; m 

- i-9 f p - 1-4; m - o, (substituted) NH, (substituted) CH2 , x - c, s, y - o, 
NCONK2 , etc.; o, J ■ N, NCH2 , etc.; 0, T, U, V . CH, N; with provisos] are 
prepared as antagonists of CORP receptors, and are useful in the treatment or 
prevention of diseases in which the CGRP Is involved, such as headache, 
Migraine .and cluster headache. The invention is also directed to 
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pharmaceutical compns. comprising these compds. and the use of these compds. 
and compns. in the prevention or treatment of such diseases in which CGRP ia 
involved. Thus, II was prepared in several steps. The prepared compds. had 
IC50 values < SO \M against CORP receptor. 
IT £2834 -!*■ 0, Perindopril 

RLi THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(therapeutic agent for co-administration with benzodiazepines) 
RN B2634-16-0 CAPLUS 

CN 1H- Indole- 2- carboxylic acid, l- [ (23) -2- ( [ US) -l- 

(ethoxycarbonyl) butyl] amino) -1 -oxopropyl ] octahydro- , (2S,3as,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation <->. 
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pharmaceutical compositions as immunosuppressive and anticancer agents 
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Rapamycin derivs. containing phosphorus moiety, such as I (A - O, s, NR2 , 
absent; 0 - V, ov, sv, NR2, absent; v - aliphatic, heteroaliph. , aryl, 
heteroaryl moiety, such that J is linked to the cyclohexyl ring directly, 
through A or through VA, OVA, SVA or NR2VA; J - P(>K)(YR5)2, P(YR5)2, 
P(iK)(YR5)QR6; K * 0 , S; Y » O , S, NR2, bond; R2, RS - aliphatic, 

heteroaliph., aryl, heteroaryl, H ; R6 . PK<YR5)YR5, S02YR5, c<o)YR5; g - o, s, 
NR2, (Mix,- M - (un) substituted Methylene, alkyl, alkylene; X - 1-6), and 
pharmaceutical ly acceptable derivs. thereof, were prepared for therapeutic use 
as immunosuppressive and anticancer agents. These rapamycin derivs. are 
useful for treatment of graft vs. host disease, lupus, rheumatoid arthritis, 
diabetes mellitus, myasthenia gravis, multiple sclerosis, psoriasis, 
dermatitis, eczema, seborrhea, inflammatory bowel disease, pulmonary 
inflammation, ocular uveitis; adult T-cell leukemia, lymphoma, fungal 
infections, hyperproliferat ive restenosis, graft vascular atherosclerosis, 
coronary artery disease, cerebrovascular disease, arteriosclerosis, 
atherosclerosis, nonatheromatous arteriosclerosis, or vascular wall damage 
t row cellular events leading toward immune mediated vascular damage, stroke or 
multi • infarct dementia. Thus, I (A-QJ - OP (O) (OBu) Me) was prepared by reacting 
rapamycin with methylphosphonic dichloride and n-butanol using 3,5-lutidine in 
CH2C12 under a nitrogen atmospheric Binding affinity of the rapamycin 
phosphorus derivs. for human FKBP-12 protein was assayed, dosages for 
restenosis prevention were discussed. 
if2«.i i- ik-u, Perindopril 

RL t PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(preparation of phosphorus -containing rapamycin derivs. for use in 
pharmaceutical compns, as immunosuppressive and anticancer agents) 
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AB Title compds. [I; W, Y - (substituted) alkylene, alkenylene, alkynylene; X » 
NR3C0, NR3S02, NR3 , CO, CH(OH), C(NH), O, 9, SO, S02, etc.; R3 , R4 - H , 
(substituted) alkyl, Ph, heteroaryl, Z - H, halo, (substituted) Ph, 
heteroaryl; Rl - H. OH. halo, alkyl, haloalkyl; R2 - H, alkyl; m, n - 0, i, 
with provisos) , were prepared Thus, 5-methylthiomethyl-2H-pyrazole-3- 
carboxylic acid (preparation outlined) showed hRUP25 agonist activity with 
ECSO - 4.3 UN. 
IT 8:934-16-0, Perindopril 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(coadministration; preparation of pyrazolecarboxylates as agonists Cor the 
RUP25 nicotinic acid receptor for the treatment of dyslipidetnia and 
related diseases) 
RN B2B34-16-0 CAPLUS 

CN 1H- Indole- 2 -carboxylic acid, 1- ( (2S) -2- ( [ (IS) -1- 

(ethoxycarbonyl) butyl ) amino) - 1-oxopropyl) octahydro- , (29 , 3aS, 7a9) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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AB The invention relates to esters (S, S) -RCH2CH2CH(C02Rl) NHCHR2CO-X (I; R is 
alkyl or Ph; Rl H or alkyl; R2 is alkyl or aminoalkyl; X is 2- 
benzothiazolylthio) which are intermediates in the manufacture of ACE 
inhibitors I (X is an amino acid or derivative). The intermediate 
benzothiazolylthio esters were prepared by reaction of the appropriate acid or 
acid chloride with 2, 2 1 -dithiobis (benzthiazole) or 2- mercaptobenzothiazole. 
Thus, treatment of N- [l (S) - (ethoxycarbonyl) -3- phenyl p ropy 1 ) -N6- 
(trif luoroacetyl) -L- lysine (preparation given) with 2,2'- 
dithiobis (benzothiazole) , followed by coupling with L-proline Et eater and 
deprotection, afforded liainopril dihydrate. 

IT 82334-16-OP, Perindopril 107133-3C- 8F, Perindopril 
erbumine 

RLi IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological Btudy) ; 
PREP (Preparation) ; USES (Uses) 

(preparation of a-amino acid benzothiazolylthio esters as 
intermediates for manufacture of ACE inhibitors) 
RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- ( (28) -2- [ [(18) 

(ethoxycarbonyl) butyl) amino} -1-oxopropyl J octahydro- , (2S, 3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 107133-36 -B CAPLUS 

CN lH-Indole-2-carboxylic acid, 1 - 1 < 2S > - 2- (( ( 1 S) - 1 - 

(ethoxycarbonyl) butyl 3 amino] - 1-oxopropyl) octahydro- , (2S, 3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMF CI 9 H32 N2 05 

Absolute stereochemistry. Rotation (-). 
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CRN 75-64-9 
CMF C4 Hll N 
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H 3 C— C— CHj 
CHJ 



IT 122454-52-8P 

RL: rct (Reactant); SPN (Synthetic preparation); PREP 
(Propntnt i en) i RACT (Reactant or reagent) 

(preparation of a-amino acid benzothiazolylthio esterB as 
intermediates for manufacture of ACE inhibitors) 

RN 12 2454-52-8 CAPLUS 

CN lH-lndole-2-carboxylic acid, l-((2S)-2-[[( IS) - 1 - 

(ethoxycarbonyl) butyl) amino] -l-oxopropyl] octahydro- , phenylmethyl ester, 
(2S,3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. 
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inhibitors of the renin-angiotensin system for the prevention 
freatment of stroke 
Montgomery, Wgh Edward; Martin, John Francis; Brusalimsky, Jorge Daniel 
Ark Theitopeytics Limited, UK; Boehringer Ingelhoim international GmbH 
Eur. PatL yppl . , 17 pp. 
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AB An inhibitor of the renin-angiotensin system is usod for the manufacture of a 
medicament for .the treatment or prevention of stroke or its recurrence. Tho 
inhibitor is selected from quinapril, captopril, lisinopril, perindopril, 
trandolapril, enalapril, rooexipril, fosinopril, ramipril, cilazapril, 
imidapril, spirapril, temocapril. benazepril, alacepril, ceronapril, delapril, 
moveltipril, trandolapril, losartan, valsartan, irbesartan, candesartan. 
eprosartan, tasosartan and telmisartan. 

IT 32834-16-c, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(renin-angiotensin system inhibitors for prevention and treatment of 
stroke) 

RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- 1 (23) -2- (| (IS) -1- 

(ethoxycarbonyl) butyl) amino) - l-oxopropyl) octahydro- , (2S,3as,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Effects of perindopril treatment on hemostatic function in patients with 

essential hypertension in relation to angiotensin converting enzyme <ACK) 

and plasminogen activator inhibitor-l (PAI-l) gene polymorphisms 

Jastrzebske, H.i widecka, K. ; Naruszewicz, M . / Ciechanowicz, A.; 

Janczek-Bazan, a.; Foltynska, A.) Goracy, I,; chetstowski, K. j weeotowska, 

T. / 
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CODEN. NMCDEB ; ISSN: 0939-4753 

Hedikal Presa 

Journal 

English 

An imbalance In the hemostatic system is a frequent finding In untreated 
essential hypertension (HT) , and it has been shown that treatment with 
angiotensin converting enzyme (ACE) inhibitors improves hemostatic function. 
In order to elucidate the role of genetic factors, we studied hemostasis in 
patients with untreated and treated HT and correlated the results with ACE l/D 
and plasminogen activator inhlbitor-1 {PA1-D 40/SO gene polymorph! ana*. 
Forty-three males with HT (mean age 3i.*>i6.a yearsjwere compared with 34 age 
and gender -mat chad controls. All of the patients were treated with perindopril 
(4 rag /day) and, after one and aix months of therapy, their levels ol plasma 
fibrinogen (Fb) , t-PA antigen, PAI-l antigen, von willebrand factor (win, ACE 
activity and blood pressure were measured. ACE and PAI-l genotypes were 
identified by means ot the polymerase chain reaction on DNA isolated from 
peripheral blood lymphocytes. Untreated patients had significantly higher 
levels of Fb. PAI-l (p<0.0l) and t-PA (p<0.05) regardless of their ACE or PAI- 
1 genotypes. Perindopril reduced blood pressure regardless of ACE or PAI-l 
genotype (p<0.00l). ACE Ii homozygotes showed the greatest decrease in ACE 
activity <p<0.0U and a significant reduction in Fb levels <p<0.05) after just 
one month of treatment. Anal, of the group as a whole revealed an increase in 
t-PA antigen levels after six months of treatment, regardless of ACE of PAI-l 
genotype (p«o.oi). our results show that essential hypertension predisposes 
to the procoagulant state characterized by hyperf ibrinogenemia and 
hypof ibrinolysis. Perindopril reduced fibrinogen levels In ACS II homozygotes 
due to its more potent inhibitory action on the renin-angiotensin system in 
such patients. It improved fibrinolysis by increaaing t - PA levels regardless 
of ACE and PAI-l genotype. 
o3i?4-l*-0, Perindopril 

RL i PAC (Pharmacological activity)/ THU (Therapeutic use); BIOL 

{Biological study); USES (Uses) 

(perindopril reduced fibrinogen levels by inhibiting renin-angiotensin 
system in ACE II homozygotic hypertensive patient, increased t-PA 
levels thus improved fibrinolysis in hypertensive patient regardless of 
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ace or PAI-l genotype) 

RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, l - ( (2S) -2 - [{(IS) - 1 - 

(ethoxycarbonyl) butyl] amino] -l-oxopropyljocta hydro- , (23, 3aS, 7aS) - 
INDEX NAME) 

Absolute stereochemistry. Rotation (->. 
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AB This invention provides a process of detection of SNPs in human carboxyl 
esterase I gene. The DNA sequence for human carboxyl esterase I were 
disclosed, The SNPs occur at both promoter region and coding region of 
carboxyl esterase I gene. The method provided in this invention can be used 
for evaluation of angiotensin converting enzyme inhibitor metabolism in 
patientB of hypertension, diabetic renal failure, cardiac insufficiency and 
juvenile pneumonia. 
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(Biological study) ; USES (Uses) 

(inhibitor of, metabolism of; detection of SNPs in human carboxyl aaterase 
I gene for evaluation of drug metabolism) 
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CN 1H- Indole- 2- carboxylic acid, 1- I <2S) -2- ( ( (IS) -1- 

(ethoxycarbonyUbutyl) amino) -l-oxopropyl]octahydro- , (2S,3aS. 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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AB Title compdB. I (Rl . H, alk (en/yn) yl , etc.; R2 - H, alkyl, cycloalkyl, etc.? 
R7 - H, alk(en/yn)yl, etc.; W - O. amino, alkyl; X - C, S; Y - O, NCN, etc.; 
R3 - H, alkyl, CN, etc.; R6 « H, alkyl, cycloalkyl, etc.; O-J - N, N-alkyl, 
etc.] are prepared For instance, II is prepared from (R) -3-amino-l-ethyl-2- 
oxo-5-phenyl-2, 3-dihydro- ih- l , 4 -benzodiazepine oxalate, p- 

nitrophenylchloroformate and 3 - <piperidin-4 -yl) -3 , 4- dihydroquinazolin-2 <1H) - 
one hydrochloride. Compds . I exhibit affinity for the CGRP receptor with an 
IC50 of less than 50uM. I, alone or in combination with other agents, are 
useful for the treatment of diseases in which the corp is involved, such as 
headache, migraine and cluster headache. 

IT 02834-16-0, Perindopril 

RL: BSU (Biological study, unclassified); THU {Therapeutic use); BIOL 
(Biological study); uses (Uses) 

{combination pharmaceutical; preparation of benzodiazepine CORP receptor 
antagonists for headaches) 
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CN 1H- Indole- 2- carboxylic acid, l- { <2S) -2- [ [ (IS) -l- 

(ethoxycarbonyl)butyll amino] - i-oxopropyl] octahydro- , (2S,3aS,7aS) - (CA 

INDEX NAME) 

Absolute stereochemistry. Rotation (->. 




ANSWER 102 OF 186 CAPLUS COPYRIGHT 2007 ACS On STN 

2004:1154670 CAPLUS Full-text 

142:62765 



209 of 361 



forma of perindopril erbumine 
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for use as drug jf 
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Disclosed are two novel crystalline forms d and e of perindopril erbumine, 
which are suitable as therapeutic substances in medicaments used for treating 
cardiovascular diseases, especially high blood pressure and cardiac 
insufficiency. Crystalline form e is obtained by crystal 1 .. icing perindopril 
erbumine from MTBE containing 1.5 to 2.5 % (volume/volume) of water at 30 to 
45", preferably 34 to 45°, crystallization expediently taking place by 
stirring, Crystal line form e changes into crystalline form d if the water is 
removed, practically by azeotropic distillation, preferably at 35 to 37* , and 
stirring continues for at least 15 h at 30 to 45°, preferably 35 to 37°. 
Crystalline form d can also be obtained by stirring crystalline form a or ss 
in tert-Bu Me ether containing 0.9 to 1.4 % (volume /volume) of water at 33 to 
38" while inoculating the same with crystalline form d. Crystalline form e 
can further be obtained by stirring crystal l'ine form a or ss in tert-Bu Me 
ether containing 0.9 to 1.4 % (volume/volume) of water at 2B to 35» while 
inoculating the same with crystalline form e, or by stirring crystalline form 
a or ss in tert-Bu Me ether containing 1.5 to 2.0 % (volume/volume) of water 
at 35 to 38«. 

107133 -36- S, Perindopril erbumine 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
uses (uses) 

(preparation of various crystalline forms of perindopril erbumine for 
use as drug) 
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lH-lndole-2-carboxylic acid, l- [ (23) -2- ( I (is) -l- 

(ethoxycarbonyl > butyl J amino] -l-oxopropyl]octahydro- , (2S,3aS, 7aS) - , eomod. 
with 2-methyl-2-propanamine (111) (CA INDEX NAME) 
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Absolute stereochemistry. Rotation (-) . 
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AB 


The invention relates to a 


process 


for 


the preparation 


of ACE- inhibitory 



peptides (S , S) -R1CH2CH2CH (C02R2) - L- Ala- NR3R4 (Rl is H, alkyl , phenyl; R2 is H, 
alkyl; NR3R4 is a proline, 2-piperidinecarboxylic or hexahydro-2- 
azepinecarboxylic acid residue and related aza/thia analogs and their esters 
or metal salts) in which the carboxy group of (s, S) -R1CH2CH2CH (C02R2) -L-Ala-OH 
is activated with a uronium salt in an aprotic solvent prior to coupling with 
an amino acid HNR3R4 . Thus, a mixture of N- (1 (S) - (ethoxycarbonyl) -3- 
phenylpropyl) -L-alanine, L-proline, Et3N and O- (benzotriazol-l-yl) -N,N,N'N' - 
tetramethyluronium hexaf luorophosphate in acetonitrile-DMF was stirred for 30 
min at room temperature to afford enalapril (85,4% yield of maleate). 
IT 1224S4-52-8P « 
RL: IMP (Industrial manufacture); SPN (Synthetic preparation); PRHP 
{Pveparac ion; 

(preparation of enalapril maleate and related compds. having ACE inhibitory 
action) 
RN 1224 54-52-8 CAPLUS 

CN lH-lndole-2-carboxylic acid, l - ((23) -2- [ I (IS) -l- 

(ethoxy car bony 1 ) butyl) amino} - 1-oxopropyl] octahydro- , phenylmethyl ester, 
(2S,3aS,7aS)- (CA INDEX NAME) 

Absolute stereochemistry. 

o 
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AB The test kit consists of a pair of primers, endonuclease Hac ill and its 
buffer II, PCR buffer, DNA polymerase Taq, and dNTPs. The PCR buffer is 
composed of KCl , Tris-HCl, and MgC12. The buffer II is composod of Tris-HCl, 
MgC12, Nad, and DTT. The pharmacodynamic effect of ACEI-like 
antihypertensive agents is evaluated by using the test kit to analyze the 
genotype of polymorphous Iocub Asp919Gly of MS gene of homocysteine metabolic 
pathway. The software for evaluating the pharmacodynamic effect of ACEI-like 
antihypertensive agent is designed based on the genotype of MS gene, age, body 
mass, sex, height, basic diastolic pressure, basic systolic pressure, smoking 
history, etc. The compounded medicine for improving the pharmacodynamic 
effect of ACEI-like antihypertensive agent is composed of ACEI-like 
antihypertensive agent and synergist. The ACEI-like antihypertensive agent is 
captopril, enalapril, cilazapril, benazepril, perindopril, ramipril, 
fosinopril, and/or lisinopril. The synergist is folic acid, tetrahydrofolic 
acid, vitamin B12, vitamin B6, and/or their compounded preparation 

IT 02034-15-0, Perindopril 

RL: ANT (Analyte) ; ANST (Analytical study) 

(test kit, 'method and software for evaluating pharmacodynamic effect of 
ACEI-like antihypertensive agent and its compounded medicine) 

RN 32634-16-0 CAPLUS 

CN 1H- indole -2- carboxy lie acid, l- [ (2S> -a- { [ (IS) - 1- 

(ethoxycarbonyl) butyl) amino! -l-oxopropyl J octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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OS CASREACT 141:385815, MAR PAT 141:395815 

AB A process Cor the preparation of the ACE inhibitor perindopril involves 
accivacion of N- 1 1 (8) - (ethoxycarbonyl) butyl] - (S) -alanine (l) with a 
tetramethyluronium salt in the presence of a tertiary organic base, coupling 
with (28, 3aS, 7aS) -octahydroindole-2-carboxylic acid (2) or an eater, and 
deprotect ion . Thus, a mixture of l, 2 benzyl ester, TBTU and 
diisopropylethylamtne in DMF/CH2C12 was stirred for 4 h to afford benzyl- 
perindoprll, which was converted to perindopril by phase transfer or classical 
hydrogenation. 
IT (tUtrtJ-lfc-flP, Perindopril 

RLi IMP (Industrial manufacture); RCT (Reactant); SPN (Synthetic 
preparation), VREP (Vrepar.it ion) , RACT (Reactant or reagent) 

(preparation of perindopril using tetramethyluronium salts as coupling 
reagents) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- 1 (28) -2- 1 1 (18) -1- 

(ethoxycarbonyl) butyl J amino] - 1 -oxopropyl] octahydro- , (2S,3aa, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation <-). 
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RL: IMF (Industrial manufacture) i SPN (Synthetic preparation); PREP 
(pvepntat ion! 

(preparation of perindopril using tetramethyluronium salts as coupling 
reagents) 
107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, l- [ (23) -2- H ( IS) - 1- 

(ethoxycarbonyl) butyl] amino] - 1 - oxopropyl] octahydro- , (2S,3aS, 7aS) - , compd . 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



CRN 82834-16-0 
CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-), 
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IT 1224S4-S2-6I 

RL: RCT (Reactant), SPN (Synthetic preparation); PREP 
(Preparation! j RACT (Reactant or reagent) 

(preparation of perindopril using tetramethyluronium salts as coupling 
reagents) 
RN 1224 54-52-8 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [ (2S) -2- [ [ (IS) -1- 

(ethoxycarbonyl) butyl] amino] - 1 -oxopropyl] octahydro- , phenylmethyl ester, 
(2S,3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. 
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(Prepardfc ton) 

(preparation of perindopril and its salts) 
RN 82834-16-0 CAPLUS 

CN 1H- indole- 2 -carboxy lie acid, 1- { (2S) -2- [ [ (13) -1- 

(ethoxycarbonyl) butyl] amino] -1 -oxopropyl] octahydro- , (23, 3 as , 7aS) - 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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A process for preparing perindopril or a pharmaceutically-acceptable salt 
comprises esterifying (23 , 3aS , 7aS) -octahydro- 1H- indole -2 -carboxylic acid (I) 
with benzyl ale. (or the 4-chloro or 4-alkoxy derivative) in the presence of 
benienesulfonic acid as catalyst, treating the intermediate ester 
bensanesulfonate with N- { (S) - 1 -carbethoxybuty 1 J -L- alanine (II), and ester 
cleavage. Thus, I benzyl ester benzenesulfonate (40 g) was prepared, its 
suspension in CH2C12 made alkaline with aqueous ammonia, and the organic layer 
separated Treatment with II at 10-15 *C in the presence of 

hydroxybenzotriasole and N, N ' -dicyclohexylcarbodiimida and workup afforded 43 
g perindopril benzyl eater. 

«a«34-lK-ftP, Perindopril ia7133-36-«V, Perindopril 
erbumine 

RL t IMP (Industrial manufacture); SPN (Synthetic preparation), PRKP 




107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, 1- ( (2S) -2- [ [ (IS) - 1- 

(ethoxycarbonyl) butyl] amino] -l-oxopropyl J octahydro- , (23, 3aS, 7aS) - 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM 1 * 



compd . 



CRN 82834-16-0 
CMF C19 H32 N2 05 



Absolute stereochemistry. Rotation (-). 




CRN 75-64-9 
CMF C4 Hll N 



C 2 

HjC— C-CH 3 
CH3 



IT ->9371£-F,S-0 m-H«-57-l 
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RLi RCT (Reactant); RACT (Reactant or reagent) 
(preparation of perindopril and its salts) 
RN 793716-S6-0 CAP L US 

CN lH-Indole-2-carboxylic acid, 1- 1<2S> -2- { I (IS) -1- 

(ethoxy car bony 1) butyl] amino) - l-oxopropyl) octahydro- , (4- 
chlorophenyl) methyl ester, (2s.3as.7as)- (9CI) (ca index name) 

Absolute stereochemistry. 




RN 793716-57-1 CAPLUS 

CN 1H- indole- 2 -carboxylic acid, 1- [ (23) -2- I [ (IS) -1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- , (4- 
methoxy phenyl) methyl ester, (23, 3aS, 7aS) - (9CI) (CA INDEX i 

Absolute stereochemistry. 




IT iZ2>i54-52-SP 

RL: RCT (Reactant); SPN (Synthetic preparation)/ PRSP 

• Preparation) ; RACT (Reactant or reagent) 

(preparation of perindopril and its salts) 
RN 1224S4-52-8 CAPLUS 

CN iH-lndole-2-carboxylic acid, l- ( (2S) -2- I [ (IS) - 1- 

(ethoxycarbonyl) butyl) amino) -1-oxopropyll octahydro- , phenylmethyl ester, 
<2S,3aS.7aSJ - (CA INDEX NAME) 

Absolute stereochemistry. 
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Prediction of antihypertensive efficacy of angiotensin converting enzyme 
inhibitors baaed on the P2 -adrenergic receptor (ADRB2) gene 

polymorphism y 

Xing, Houxun; Huang, Guo; Zhang, Van; Peng, Shaojie; Li, Dong; Hang, 
Binyan; Che4, ^angliang,- Huang, Aiqun* Wu, Di 
Anhui Insti^u/e of Biomedicine, Peop. Rep. China 
Faming Zhuanli Shenqing Gongkai Shyomingshu, 20 pp. 
CODEN: CNXXEV 



DT Patent 
LA Chinese 
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. PATENT NO. 



APPLICATION NO. 



DATE 
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A 20040107 
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A3 20020705 

The test kit for evaluating the pharmacodynamic effect of angiotensin 
converting enzyme inhibitor (ACEI) type antihypertensives based on anal, of 
the polymorphism loci of {^-adrenergic receptor (ADRB2 ) gene consists of 
primer pair, endonuclease Ncol, endonuclease buffer 4, PCR buffer, 
thermostable DNA polymerase Taq, and dNTPs ■ The PCR buffer is composed of 
KCl, MgC12, and tri (hyd roxymethy Dam inome thane HC1 (Tris-HCl) . The 
endonuclease buffer 4 is composed of Tris-acetote , Mg(OAc)2, KOAc, and DTT. 
The method comprises extracting genomic DNA from host cell, PCR amplifying 
ADRB2 gene, digesting with endonuclease, detecting the genotype of Argl6Qly 
locus of ADRB2 gene by electrophoresis. The order of the blood pressure- 
lowering rate is homozygous mutation » heterozygous mutation > homozygous wild 
type. The method for designing the software for predicting tho 
pharmacodynamic effect of ACEI type antihypertensives is presented. The 
medical composition is composed of ACEI typo antihypertensive and 
adrenergic receptor agonist or antagonist. The acei type antihypertensive is 
captopril, enalopril, cilazapril, benzazepril, perindopril, raraipril, 
fosinopril, lisinopril, losartan, and/or valsartan. The p2-adrenergic receptor 
agonist is salbutamol, terbutaline, procaterol, formoterol, clorprenal ino, 
and/or salmeterol. The P2-adrenergic receptor antagonist is propranolol, 
labetalol, nadolol, and/or celiprolol. 
65fi34-l6-0, Perindopril 

RL: PKT (Pharmacokinetics); BIOL (Biological study) 

(prediction of antihypertensive efficacy of angiotensin converting 
enzyme inhibitors based on p2-adrenergic receptor (ADRB2) gene 
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polymorphism) 
82834-16-0 CAPLUS 

lH-Indole-2-carboxylic acid, 1- ( (23) -2- I [ ( IS) - 1- 
(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- 
INDEX NAME) 



(2S,3aS,7aS>- 



Absolute stereochemistry. Rotation (-). 
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TI Acidic drug complexes for improved bioavailability and delivery 
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MAR PAT 141:301435 

Embodiments of the invention relate to a c imposition, a process of making the 
composition, and to the use of the composi ikon/ The compns. include a mol. 
complex formed between an acidic pharmaceut\c/l drug and at least one 
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functional substance. The compns. provide improved bioavailability and 
improved delivery of the drug into the cutaneous tissues. Por example, 
methotrexate complex with L- lysine was found to have less skin irritation whon 
applying topically to treat psoriasis on the forearm. 
IT s;'.934-i6-or,, Perindopril, complexes with amino acid derive. 

RL« COS (Cosmetic use); THU (Therapeutic use); BIOL (Biological study); 

uses (Uses) 

(topical compns. containing acidic active ingredient complexes with amino 
acids and their derivs. for improved skin care and treatment of akin 
conditions) 
RN 82834-16-0 CAPLUS 

CN 1H- indole- 2 -carboxylic acid, 1- 1 (23) -2- 1 1 (18) -1- 

(ethoxycarbonyl)butyll amino] -l-oxopropyl] octahydro- , (2S,3aS,7a8) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (->. 
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AB A process for the preparation of perindoprll and its salts involves reaction 
of N- IKS) - (ethoxycarbonyl) butyl) -L-alanyl chloride (I) or bromide with (2S) - 
Indolinecar boxy lie acid benzyl ester or its hexahydro derivative, followed by 
Catalytic hydrogens t ion . Thus, perindoprll benzyl ester was prepared by 
adding a slurry of l.SS g I (preparation given) to a solution of 1.6 g 
(28, 3e8,7aS) -octahydroindole-2-carboxylic acid benzyl ester and triethylamine 
in CH2C12 at -10 to 15* over 25-30 win. Hydrogenation of the benzyl ester over 
101 Pd-C afforded 1.3 g perindoprll. 

IT «:.» >4 - i.<- 'jt , Perindoprll 

HI. i imp (industrial manufacture); 8PM (Synthetic preparation); PRFfi" 

(preparation of perindopril and its salts) 
RN 82834-16-0 CAPLUS 

CN lH-Indolo-2-carboxylic acid. 1 • I (28) -2- ( [ ( IS) - 1- 

(ethoxycarbonyl) butyl] amino) - 1-oxopropyl I octahydro- , (2S, JaS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-}. 



Cw^OKt 



IT lii4f.4 • 52-B? 

rl t RCT (Reactant); SPN (synthetic preparation); PRK1? 
(Pi*par{ttion) ; RACT (Reactant or reagent) 
(preparation of perindopril and its salts) 
RN 132454-52-8 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- | (28) -2- | { (IS) - 1- 

< ethoxycarbonyl) butyl) amino) - 1-oxopropyl) octahydro- , phenylmethyl ester, 
<28,3aS,7a8) - (CA INDEX NAME) 

Absolute stereochemistry. 
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Inhibition of angiotensin I-converting enzyme induces radioprotect ion by 
preserving murine hematopoietic short-term reconstituting cells 
AU Charrier, Sabine; Michaud, Annie; Badaoui, Sabrina; Qiroux, Sebastien; 

Ezan, Eric;/ Sainteny , Francoise; Corvol, Pierre; Vainchenker, William 
cs Institut National de la Sante et de la Recherche Medicale (inserm). 

Hematopoiafee et Cellules Souches, Institut Ouscave Roussy, Villejuif, Fr. 
SO Blood (2jp/4), 104 (4), 978- 915 
CODEN: BLOOAW; ISSN; 0006-4 971 

PB American Society of Hematology 
DT Journal 
LA English 

AB Angiotensin I-converting enzyme (ACE) inhibitors can affect hematopoiesis by 
several mechanisms including inhibition of angiotensin 11 formation and 
increasing plasma conens, of AcsDKP (acetyl-N-Ser-Asp-Lys-Pro) , an ACE 
substrate and a neg. regulator of hematopoiesis. We tested whether ACE 
inhibition could decrease the hematopoietic toxicity of lethal or sublethal 
irradiation protocols. In all cases, short treatment with the ACE inhibitor 
perindopril protected against irradiation- induced death. ACE inhibition 
accelerated hematopoietic recovery and led to a significant increase in 
platelet and red cell counts. Pretreatment with perindopril increased bone 
marrow cellularity and the number of hematopoietic progenitors (granulocyte 
macrophage colony- forming unit (CFU-QM) , erythroid burst- forming unit IBFU-E) , 
and megakaryocyte colony- forming unit [CFU-MK] ) from day 7 to 28 after 
irradiation Perindopril also increased the number of hematopoietic stem cells 
with at least a short-term reconstitutive activity in animals that recovered 
from irradiation To determine the mechanism of action involved, we evaluated 
the effects of increasing AcSDKP plasma conens. and of an angiotensin II type 
l (ATI) receptor antagonist (telmiaartan) on radioprotection. We found that 
the ATI -receptor antagonism mediated similar radioprotection as the ACE 
inhibitor. These results suggest that ACE inhibitors and ATI-receptor 
antagonists could be used to decrease the hematopoietic toxicity of 
irradiation 

IT 82524-15-0, Perindopril 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(ACE inhibition induces radioprotection by preserving hematopoietic 
short-term reconstituting cells) 

RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- [ (28) -2- J 1 (IS) -l- 

(ethoxycarbonyl) butyl) amino) - 1-oxopropyl ) octahydro- , (2S,3aS, 7a3) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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The present invention provides multifunctional ACE inhibitor compds. that 
combine ACE- inhibiting activity with capability to scavenge superoxide and 
other reactive oxygen species, and that may further function as nitric oxide 
(NO) donors. The compds. are useful for preventing or treating various 
disorders, including cardiovascular, and diabetes-associated disorders. This 
Invention is further directed to a method for treating and preventing a 
disorder in which treatment with an ACE inhibitor is indicated, and mainly 
cardiovascular disorders, renal disorders, and diabetes-associated disorders. 
The use ot said compds. in the preparation of a medicament is further 
provided. 

rtih'M-'i* P, Perindopril 

RL: THU (Therapeutic use),- BIOL (Biological study); USES (Uses) 

(ACS inhibitors having antioxidant and NO-donor activity and use for 
cardiovascular, renal and diabetes-associated disorders) 
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< ethoxycarbonyl) butyl I amino] - l-oxopropyl] octahydro- , (2S,3a8, 7aS) - (CA 
INDEX NAME) 
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MARPAT 140:407114 

Perindopril was prepared by cyclization of (2S> -3- (2-bromophenyl) -2- ( ( (2S) -2- 
I ( (IS) -1- ( ethoxycarbonyl) butyl] amino! propanoyl) amino) propanoic acid (I) or its 
esters in the presence of a Pd-based catalyst and a base (e.g., Pd2(dba)3, 
P(o-tolyl)3, and Cs2C03] , followed by catalytic hydrogenation. Intermediate I 
was prepared by coupling of N- ( (S) - l -carbethoxybuty 1 ) - L- alanine N- 
carboxyanhydride with (9) -2-bromophenylalanine. 
aztfJi-is-OP, Perindopril 

RL: IMF (industrial manufacture); RCT (Reactant); SPN (synthetic 
preparation); PRE!' ( Pre pa i Hit ion} ; RACT (Reactant or reagent) 

(synthesis of perindopril and its pharmaceutical ly-acceptable salts) 
82834-16-0 CAPLUS 



cn 1H- indole- 2 -carboxylic acid, 1- [ (23) -2- ( [ ( IS) - 1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl)oetahydro- , (2S, 3 as, 7 as) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




1(17133-36 -SP, Perindopril erbumine 

RL: IMF (industrial manufacture); SPN (Synthetic preparation); PREP 

•Preparation; 

(synthesis of perindopril and its pharmaceutically-acceptable salts) 
107133-36-8 CAPLUS 

1H- Indole- 2 -carboxylic acid, l- ( (2S) -2- ({ (1S)-1- 

( e thoxy ca r bony 1) butyl) amino) - 1-oxopropylJ octahydro- , <2S,3aS,7aS> - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



CRN 82834-16-0 
CMF CI 9 H3 2 N2 05 



Absolute stereochemistry. Rotation (-) . 



co 2 H I 



CRN 75-64-9 
CMF C4 Hll N 



KH2 
II 3 C- \- CH 3 
CHI 
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IT 6S5141-3u-«P 

RL i RCT (Reactant); SPN (Synthetic preparation); PREP 

(Preparation) ; ract (Reactant or reagent) 

(synthesis of perindopril and its pharmaceutically-acceptable salts) 
RN 685141-30-4 CAPLUS 

cn ih- indole- 2-carboxylic acid, 1- [ (2S) -2- [ [ (is) - l- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl J -2,3 -dihydro-, (23)- (9CIJ (CA 
INDEX NAME) 

Absolute stereochemistry. 
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CRN 75-64-9 
CMF C4 Hll N 




AB Perindopril (I), or a pharraaceutically acceptable salt thereof, may be 

prepared from a protected ester II (R - aralkyl, CH2Ph) via hydrogenolysis in 
the presence of a noble metal catalyst, such as Pd/charcoal, in the presence 
of a base. For example, when the base is tert-butylamine, it forms a 
pharmaceutically-acceptable addition salt with I, thus forming perindopril 
erbumine, I ■ tert-butylamine salt. A monohydrate of I, or a pharmaceutical ly 
acceptable salt thereof, is also claimed and may be prepared by hydra ting I, 
or a pharmaceutical ly acceptable salt thereof, by way of addition of water or 
by drying in air. Perindopril erbumine monohydrate was prepared and studied 
by .x-!<sy diffraction. Perindopril monohydrates may be used as angiotensin 
converting enzyme (ACE) inhibitors. 

IT 53C2f;7--i7 -IP, Perindopril erbumine monohydrate 

RL: IMF (industrial manufacture); PRP (Properties); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
( Preparation? ,- uses (uses) 

(crystal structure; preparation of perindopril, its salts and 
monohydrates from hydrogenolysis of its benzyl ester) 

RN 6 90267-97-1 CAPLUS 

CN iH-Indole-2-carboxylic acid, l- ( (2S) -2- ( [ (IS) -l- 

( e thoxy car bony 1) butyl) amino) -l-oxopropyl) octahydro- , (2S,3aS,7aS) - , compd. 
with 2-methyl-2-propanamine, hydrate (liltl) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 



HjC-fc-CHj 
CMJ 



IT 82834-16-CP, Perindopril 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PKEP 
(Preparation* 

(preparation of perindopril, its salts and monohydrates from hydrogenolysis 
of its benzyl ester) 
RN 82834-16-0 CAPLUS 

CN iH-indole-2-carboxylic acid. 1- [ (23) -2- ( ( (IS) * 1- 

(ethoxycarbonyl) butyl 1 amino) - l-oxopropyl) octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




IT 122454-52-fl 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of perindopril, its salts and monohydrates from hydrogenolysis 
of its benzyl ester) 
RN 1224 54-52-8 CAPLUS 

CN 1H- Indole- 2-carboxylic acid, l- ( (23) -2- { [ (IS) - 1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl 1 octahydro- , phenylmethyl eBter, 
(2S,3aS,7aS) - (CA INDEX NAME) 



10576386 

Absolut* stereochemistry. 



HR^-.Pr-n 
C^^OEt 



107133- 3G-0P, Perindopril erbumine 

RL i RCT (Reactant); HPN (Synthetic preparation), PREP 
•.Preparation) / RACT (Reactant or reagent) 

preparation of perindopril, ita salts and monohydrates from hydrogenolysis 

of its benzyl eater ) 
107133-36-1 CAPLUS 

ih- indole- 2 -carboxy lie acid, i- I (21) -2- MUD -l- 

(•thoxycarbonyl) butyl} an inol - l-oxopropyl) octa hydro- , (2S,3as, 7a8) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



CRN ■2834-16-0 
CMF CIS H3 2 N2 06 



Absolute stereochemistry . Rotation (-). 
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A method for the synthesis of the title perindopril intermediate involves 
coupling of (28) - indoline-2-carboxylic acid benzyl ester or (2S, 3as , 7as) - 
octahydroindole-2-carboxylic acid benzyl ester or their salts with N-protected 
L- alanine in the presence of a coupling agent le.g., 0- (benssotriazol- 1-yl) - 
l, 1,3 ,3-biB (tetramethylene)uronium hexaf luorophosphate) , followed by 
hydrogenation over Pd. 
828?4- 1 6 ■ 0 V , Perindopril 

RL: PNU (Preparation, unclassified); PREP IProparat ton) 

(preparation of alanyloctahydroindolecarboxylic acid derive, in synthesis 

perindopril) 
82834-16-0 CAPLUS 

1H- Indole- 2- carboxylic acid, 1- [ (28) -2- ( (US) -1- 

( e thoxy car bony 1) butyl) amino) - r-oxopropyl ) octahydro- , <28,3aS, 7aS) - (CA 
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AB A method for the synthesis of perindopril involves coupling of (2S) - indoline- 
2-carboxylic acid benzyl eeter or (28, 3a8, 7aS) - octahydroindole- 2- carboxylic 
acid benzyl ester with N- [ (8) - 1 - carbethoxybutyll -L-alanine in the presence of 
a coupling agent (e.g., o- (benzotriazol- 1-yl) -1, 1,3, 3- 

bis(tetramethylene)uronium hexaf luorophosphate) , followed by hydrogenation 
over Pd. Perindopril was converted into its tert-butylamine salt. 

IT &28J4-1S-OP, Perindopril 

RL i IMP (Industrial manuf acture) ; RCT (Reactant) ; SPN (Synthetic 
preparation); PREP J Preparation) j RACT (Reactant or reagent) 

(synthesis of perindopril and its pharmaceutically- acceptable salts) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2- carboxy lie acid, l- ( (2S) -2- ( { (is) -l- 

(ethoxycarbonyl)buty 11 amino) - l-oxopropyll octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation <-). 




IT ip7i33-3fi-8P, Perindopril erbumine 

RL; IMF (industrial manufacture); SPN (Synthetic preparation); FRBP 
(Preparation) 

(synthesis of perindopril and its pharmaceutically-acceptable salts) 
RN 107133-36-8 CAPLUS 

CN 1H- Indole- 2 -carboxylic acid, 1- { (28) -2- [ [ US) -l- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl) octahydro- , (2S,3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMF C19 H32 N2 OS 

Absolute stereochemistry. Rotation (-) . 




CM 2 
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CMP C4 Hll N 



NH2 
HjC-C— CH 3 

CH3 



122454-51- £« 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(synthesis of perindopril and its pharmaceutically-acceptable salts) 
1224 54 -52 -8 CAPLUS 

lH-Indole-2-carboxylic acid, I- ( (2S) -2- i [ (IS) -1- 

(ethoxycarbonyl) butyl) amino) - l-oxopropyl] octahydro- , phenylmethyl ester, 
(2S,3aS,7aS> - (CA INDEX NAME) 



Absolute stereochemistry. 




e 1 /nsner ii6 ( 

N I/2OO4 : 4 0 566 2 



OP 186 CAPLUS COPYRIGHT 2007 ACS on STN 
405662 CAPLUS Full- text 
140:375490 

Method for the synthesis of perindopril and its pharmaceutically- 
acceptable salts 
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AB A method for the syntheBis of perindopril involves reaction of 

indolinecarboxylate derivs. I (R ■ H or a protective group, O - CI, Br, OH, 
TBO, MeS03 or CF3S03) with (s) - PrCH (NH2) C02EL (II), followed by catalytic 
hydrogenation. II was prepared by reaction of (S) -2-BrC6H4CH2CH (NH2) C02R with 
(R) -MeCH <G> cocl and intamol. coupling, e.g., in the presence of Pd2(dba)3. 
P(o-tolyl)3, and Cs2C03 . Perindopril was converted into its tert-butylaraine 
salt. 

IT aifl34-i6-0P, Perindopril 107133-36-8P 

RL: IMF (Industrial manufacture) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) / BIOL (Biological study); PREP ( Preparation! ; 
USES (Uses) 

(synthesis of perindopril and its pharmaceutically-acceptable salts) 
RN 82834-16-0 CAPLUS 

cn 1H- Indole- 2- carboxylic acid, 1- [ <2S> -2- [ ( (is) -1- 

(ethoxycarbonyl) butyl) amino J -l-oxopropyl] octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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RN 107133-36-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- ( (23) -2- ([ (IS) -1- 

(ethoxycarbonyl)butyl) amino) -l-oxopropyl) octahydro- , (2S,3aS,7aS) - 
with 2 -methyl- 2-propanamine (1:1) (CA INDEX NAME) 

CM 1 

CRN B2B34-16-0 
CMF CI 9 H3 2 N2 05 

Absolute stereochemistry. Rotation <->•. 



CRN 75-64-9 
CMF C4 Hll N 



NHa 

H3C— C— CH3 



CH3 



685141-30-4 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(synthesis of perindopril and its pharmaceutically-acceptable salts) 
685141-30-4 CAPLUS 

lH-lndole-2-carboxylic acid, l- ( (2S> -2- ( ( (IS) -l- 

(ethoxycarbony 1) butyl) amino] -l-oxopropyl] -2,3- dihydro-, (2S)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



IT 685141-29-1? 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP 

(Preparation?; RACT (Reactant or reagent) 

(synthesis of perindopril and its pharmaceutically-acceptable salts) 
RN 685141-29-1 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (23) -2- [ ( (IS) -l- 

(ethoxycarbonyl) butyl) amino 1 -l-oxopropyl) -2,3-dihydro- , phenylmethyl 
ester, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title compde. [Ii Rl - alkyl, haloalkyl, cycloalkyl, alkenyl, alkynyl, benzyl, 
optionally substituted with 21 halo, OH, cyano, N02, haloalkyl, amino, 
aminoalkyl, aminodialkyl, alkyl, cycloalkyl, alkoxy, phenoxy, alkenyl, 
alkynyl, haloalkoxy, carboxy, carboalkoxy, alkylcarboxamido, arylcarboxamido, 
heteroarylcarboxamido, heterocyclic carboxamido, alkylthio, alkylaulf inyl , 
alky lBulf onyl , haloalkylthio, haloalkylsulf inyl , haloalklcylsulf onyl, 
alkylurtyl, arylureylj R2 - H , alkyl, haloalkyl, cycloalkyl, alkenyl, alkynyl, 
PhCH2, Ph, heteroaryl, optionally substituted with 2:1 halo, OH, cyano, nitro, 
haloalkyl, amino, aminoalkyl, aminodialkyl, alkyl, cycloalkyl, alkoxy, 
phenoxy, alkenyl, alkynyl, haloalkoxy, carboxy, carboalkoxy, alkylcarboxamido, 
arylcarboxamido, he teroaryl carboxamido, heterocyclic carboxamido, alkylthio, 
•Ikylsulfmyl, alkylsulfonyl, haloalkylthio, haloalkylsulf inyl, 
haloalkylsulfonyl , alkylureyl or arylureyl groups i Ar - (substituted) pyridyl, 
pyrimidinyl, pyrazinyl, pyridazinyl] , were prepared for the treatment of 
metabol ic- related disorders, including dyslipidemia, atherosclerosis, coronary 
heart disease, insulin resistance, type 2 diabetes, 8yndrome-X and the like 
(no data). Thus, nicotinyl chloride, 2-m«thyl-5-propyl-2,4-dihydropyrazol-3- 
one, and Ca(OH)2 were heated at 90« in dioxane for 2 h. to give (5 -hydroxy- 1- 
methyl-3-propyl-lH- pyraeol-4 -yl) pyrldin-3 -ylmethanone . I may be used in 
combination with other active agents such u-glucoaidase inhibitors, aldOBe 
reductase inhibitors, biguanides, HMG-CoA reductase inhibitors, squalene 
synthesis inhibitors, flbrates, LDL catabolism enhancers, angiotensin 
converting enzyme Inhibitors, and insulin secretion enhancers. 

IT ::J4 ■ US O, Perindopril 

RL i THU (Therapeutic use); BIOL, (Biological study); USES (Uses) 

icoadministration; preparation of aroy lhydroxypyrazoles for treatment of 
metabolic disorders) 

RN 82834-16-0 CAPLUS 

CN lH-Indolci-2-carboxyllc acid, l- { <2S) -2- I ( (IS) - l- 

(ethoxycarbonyl ) butyl ] amino) - i -oxopropy 1) octahydro- , (2S , 3as, 7as) - (CA 
INDEX NAME) 

Absoluts stereochemistry. Rotation {•). 
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AB Perindopril intermediate (s) -Et02CCHPr-L-Ala-OH was prepared by condensation 
of L-alanine alkyl or benzyl ester with Et glyoxylate or Et 
chloro(cyclohexyloxy) acetate, followed by allylation with allylzinc bromide, 
and catalytic hydrogenation . 
IT S2SJ4- -OP, Perindopril 

RL: PNU (Preparation, unc lassi f ied) ; PREP i Preparation} 

(synthesis of ( (ethoxycarbonyl) butyl) alanine for use in preparation of 
perindopril ) 
RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [ (2S) -2- { (( IS) -l- 

( ethoxycarbonyl) butyl) amino) - 1 -oxopropyl) octahydro- , (2S, 3as, 7aS) - (CA 
INDEX NAME) 
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benzyl ester with N-protected alanine, followed by catalytic hydrogenation. I 
benzyl ester was prepared by reaction of 1- (1-cyclohexen- 1-yl) pyrrolidine with 
(R) - ICH2CH (NBoc) C02CH2Ph (Boc - tert -butoxycarbonyl ) , followed by deprotection 
and cyclization. 

IT 82834 -16-0P, Perindopril 

RL ; PNU (Preparation, unclassified); PRE P (Preparation: 

{synthesis of alanyloctahydroindolecarboxylic acid derivs. for 
synthesis of perindopril) 

RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- [ (2s) -2- [ 1 (IS) - 1- 

( ethoxycarbonyl ) butyl) amino) - l -oxopropyl] octahydro- , <2S, 3aS,7aS) - (CA 

INDEX NAME) 
Absolute stereochemistry. Rotation (-) . 
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AB A method for the synthesis of perindopril involves coupling of (2S> - 

2,3,4,5,6,7-hexahydro-lH-indolecarboxylic acid (I) or an eater with N-l(S)-l- 
carbethoxybutyl) -L-alanine, followed by catalytic hydrogenation. I benzyl 
ester tosylace was prepared by reaction of 1- (1-cyclohexen- 1- yl) pyrrolidine 
with (R)-lCH2CH(NBoc)C02CH2Ph <Boc - tert-butoxycarbonyl ) , followed by 
deprotection and cyclization. Perindopril was converted into its tert- 
butylaraine salt. 
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(othoxycarbonyl) butyl] amino) - l-oxopropylj octahydro- , (2S,3aS,7a3) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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1H- indole- 2 -carboxylic acid, l- ( (23) -2- I [ (is) -l- 
(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 
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phenylmethyl ester, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB (S) -Et02CCHPr-L-Ala-OH was prepared by a multistep procedure starting with 
allylation of Et glyoxylate with allylzinc bromide. Subsequent steps were 
resolution using Pseudomonas Fluorescens lipase, triflation of (R) - 
Et02CCH(OH)CH2CH:CH2, substitution reaction with benzyl L-alaninate, and 
catalytic hydrogenolysis . 
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Dibenzy lamine compds. represented by Che general formula (1) t Ri , 'R2 « halo, 
N02, cyano, CJ-6 alkyl, halo-cl-6 alkyl; R3, R4 , RS - H, halo, each optionally 
halo-substituted Cl-6 alkyl, Cl-« elkylthio, or Cl-6 alkoxyj or R3 and R4 or 
K4 and Kf> together with the carbon atoms bonded (.hereto form an 
(un) substituted halo- or heterocyclic ring/ A « NR7R8 ; wherein 87, Re - H, 
each (an) substituted Cl-6 alkyl or C4-10 cycloalkyl, etc.* the ring B * aryl 
or heterocyclyl ; M • H, halo. N02, NH2 , HO, cyano, acyl, Cl-6 alkoxy, 
(un) subHt 1 tuted C2-6 elkenyl,- n - an integer of 1-3) or prodrugs thereof or 
pharmaceutical ly acceptable salts thereof are prepared These compds. have 
selective and potent CKTP inhibitory activity, which results in lowering 
intermediate -d. lipoprotein ( IDL) , very low d. lipoprotein (VLDL) , and low d. 
lipoprotein (LDD which promote arteriosclerosis, and increasing high d. 
lipoprotein (HOD . and are hence usable as, e.g., therapeutic or preventive 
drugs for hyperlipemia and arteriosclerosis. Thus, 17 mg NaH was added to a 
•olution of 13 2 mg N- (3- <N- cyclopenty lmethyl - N- ethylamino) -5,«, 7, 8- 
tetrahydronaphthalen-2-ylmethyl) - (2-methyl-2H-tetrazol- 5-yl (amine in 2 mL 
DMP, followed by adding 114 mg 3 -bromomethy 1 - 5- trif luoromethylbenzonitrile, 
and the resulting mixture was stirred at room temperature overnight to give, 
after workup and silica gel chromatog., 44% 3- ( {N- [3- (N-cyclopentylmethyl-N- 
ethylamino) -5, 6,7, 8 - tetrahydronaphthalen- 2- ylmethyl) - N- (2-methyl -2H- tetraeol - 
5-yl)amino)methyl) -5- tri f luoromethylbenzonitrile (II). II in vitro inhibited 
the activity of cetp in whole blood plasma with icso of 0.08 uM. 
107131-1C-4, Perindopril erbumine 

RLi THU (Therapeutic use); BIOL (Biological study)/ USES (Uses) 
(antihypertensive, combination therapy; preparation of N-Ph or 
N-heterocycly ldibenzy lamine compds. as inhibitors of cholesteryl ester 
transfer protein (CBTP) for treatment or prevention of hyperlipemia and 
arteriosclerosis) 
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with 2««ethyl-2-propanaaine (1:1) <CA index nams) 
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ign of a large-scale trial using nicorandil as an adjunct 
coronary intervention for ST- segment elevation acute 
^ rction: Japan- working groups of acute myocardial infarction 
for the reduction of necrotic damage by a K-ATP channel opener 
(J-WIND-KATP) 

Minamino, Tetauo; Kim, Jiyoong; Asakura, Masanori; Shintani, Yasunori; 
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Circulation Journal (2004), 68(2), 101-106 

CODBN: CJIOBY; ISSNt 1346-9843 
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Journal 

English 

Background: The benefits of percutaneous coronary intervention (PCI) in acute 
myocardial infarction (AMI) are limited by reperfusion injury. In animal 
models, nicorandil, a hybrid of an ATP-senBitive K* (KATP) channel opener and 
nitrates, reduces infarct size, so the Japan-Working groups of acute 
myocardial Infarction for the reduction of Necrotic Damage by a K-ATP channel 
opener (J- WIND- KATP) designed a prospective, randomized, multicenter study to 
evaluate whether nicorandil reduces myocardial infarct size and improves 
regional wall motion when used as an adjunctive therapy for AMI. Methods and 
Results: Twenty-six hospitals in Japan are participating in the J-WIND-KATP 
study. Patients with AMI who are candidates for PCI are randomly allocated to 
receive either i.v. nicorandil or placebo. The primary end-points are (1) 
estimated infarct size and (2) left ventricular function, single nucleotide 



105763*6 247 or 36 1 

(•(■lymiirpbisjii.* (SNPs) that may be associated with the function of KATP-channel 
and the susceptibility oi AMI to the drug will be examined Furthermore, a data 
mining method will be used to design the optimal combined therapy for post- 
myocardial infarction (Ml) patients. Conclusions: It is intended that j-wind- 
KATP will provide important data on the effects of nicorandil as an adjunct to 
PCI for AMI and that the SNPs information that will open the field of tailor- 
made therapy. The optimal therapeutic drug combination will also be 
determined for post-Mi patients. 

IT 107133 -4fi«8, Perindopril erbumine 

RLi PAC (Pharmacological activity)/ thu (Therapeutic use); BIOL 
(Biological study)/ uses (uses) 

(nicorandil and cardiovascular agent for decreasing risk of cardiac 
events in patients with post-myocardial infarction) 
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with 2-methyl-2-propanamine (lil) (CA INDEX NAME) 
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st- segment elevation acute myocardial infarction: Japan- working groups of 
acute myocardial infarction for the reduction of necrotic damage by ANP 
(J-WIND-ANP) 

AU Asakura, Masanori/ Kim, Jiyoong; Minamino, Tetsuo; Shintani, Yasunori; 

Asanuma, Hiroshi; Kitakaze, Masafumi 
cs J-WIND Investigators, Japan Society for the Promotion of Science for Young 

scientists, Osaka University Graduate School of Medicine, Suita, Japan 
so Circulation Journal (2004), 68(2), 95-100 

CODEN: CJIOBY; ISSN : 1346-9843 
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AB Background: The benefitB of percutaneous coronary intervention (PCI) in acute 
myocardial infarction (AMI) are limited by reperfusion injury. In animal 
models, atrial natriuretic peptide (ANP) reduces infarct size, so the Japan- 
Working groups of acute myocardial Infarction for the reduction of Necrotic 
Damage by ANP (J-WIND-ANP) designed a prospective, randomized, multicenter 
study, to evaluate whether ANP as an adjunctive therapy for AMI reduces 
myocardial infarct size and improves regional wall motion. Methods and 
Results: Twenty hospitals in Japan will participate in the J- WIND- ANP study. 
Patients with AMI who are candidates for PCI are randomly allocated to receive 
either i.v. ANP or placebo administration. The primary end-points are U> 
estimated infarct size (S-creatine kinase and troponin T) and (2) left 
ventricular function (left ventriculograms) . Single nucleotide polymorphisms 
(SNPb) that may be associated with the function of AMP and susceptibility of 
AMI will be examined Furthermore, a data mining method will be used to design 
the optimal combinational therapy for post-Mi patients. Conclusions: J-WIND- 
ANP will provide important data on the effects of ANP as an adjunct to PCI for 
AMI and the SNPs information will open the field of tailor-made therapy. The 
optimal therapeutic drug combination will also be determined for post-Mi 
patients. 
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(drug therapy for data mining of cardiovascular therapy combination; 
large-scale trial rationale and design using atrial natriuretic peptide 
(ANP) as adjunct to PCI for ST- segment elevation acute myocardial 
infarction patients) 
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HHBOC II 



AB A method for the synthesis of perindopril and its tert-Bu amine salt is 
described. The steps are: coupling of he xa hydro indole car boxy late 1 with 
propionyl chloride II in CH2C12, followed by Boc deprotection with TFA and 
reaction with Et 2-oxopentanoate and hydrogenation over Pd/C. Addition of 
tert-butylamine to perindopril provides the salt. 
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(preparation of perindopril and tert-butylatnine salt) 
RN 82834-16-0 CAPLUS 

CN 1H- indole- 2- carboxy lie acid, 1- [ (2S) -2- I [ (IS) -l- 

(ethoxycarbonyl)butyl)amino) -l-oxopropyljoctahydro- . (2S,3aS, 7a3) • (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



hh^t^p 



RN 107133-36-8 CAPLUS 

CN 1H- Indole -2- carboxy lie acid. 1- [ <2S> -2- U US) -1- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl)octahydro- , (2S,3aS l 7aS) compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 



251 of 361 



I05763K6 



252 of 361 




CRN 75-64-9 
CMF C4 Hll N 



KHJ 
HjC-C— CH 3 
CHI 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

f ANSWER 126 OF 186 CAPLUS COPYRIGHT 2007 ACS on STN 
2004:36708 CAPLUS Full -text 
140: 59938 

Tl Method for synthesis of perindopril and its pharmaceut ically acceptable 
salts 

IN Dubuffet, Thierry, Lecouve, Jean-Pierre 
PA Les Laboratoires Servier, Fr. 
so Eur. Pat. Appl., 9 pp. 
CODEN: EPXXDW 

dt Patent 
LA French 
FAN.CNT 1 




IE, IT, LU, MC, NL, PL, PT, 
CI, CM, GA, ON, GO. GW, ML, 

CN 2004-80024192 
JP 2006-524394 
IN 2006-DN918 
US 2006-5 



IL, MR, NE, 

20040827 
20040827 
20060222 
20060227 



EE, ES, PI, FR, GB, GR, HU, 

SI, SK, TR, BF, BJ, CF, CG, 

SN, TD, TG 
CN 1839147 A 20060927 

JP 2007526901 T 20070920 

IN 2006DN00918 A 20070810 

US 2007043103 Al 20070222 

US 7183308 Bl 20070227 

PRAI EP 2003-292131 A 20030829 

WO 2004-FR2196 N 20040827 

OS CASREACT 140 : 5 993 B; MARPAT 140:5993 8 

AB A method for the synthesis of perindopril and its pharmaceut ically acceptable 
salts involves coupling of (2S) -2. 3 , 4 , 5, 6, 7-hexahydro- 1H- indolecarboxyl ic 
acid or its benzyl eater with R2-L-Ala-X (R2 is a protective group. X 1b 
halo), followed by deprotection, reaction with ( R) - PrCH (o) C02Et (G is CI. Br, 
I, or tosyloxy) , and catalytic hydrogenation. Addition of tert-butylamine to 
perindopril provides the salt. 
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(ethoxycarbonyl) butyl) amino! -1-oxopropyll octahydro- , (23, 3afi , 7aS) - (CA 

INDEX NAME) 
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Method tor ayntheala of perindoprll and Us pharmaceutical^ acceptable 



A method for the synthesis of perindoprll (I) and its tert-Bu amine salt is 
described. The steps are: coupling of (hexahydro) indole car boxy late II with 
propionyl chloride III in CH2C12, followed by Boc deprotection with TFA, 
reaction with St 2-oxopentanoate under reductive conditions , and removal of 
benzyl ester by hydrogenation to give I. Addition of tert-Bu amine to I 
provides the salt. 
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IT 43334 -IS-OP 1224 54-'. : >r-Br' 

RLi IMF (Industrial manufacture); RCT (Reactant); SPN (Synthetic 
preparation); VRKP i Preparation J ; RACT (Reactant or reagent) 
(preparation of perindoprll and its tert-Bu amine salt) 
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CN lH-Indole-2-carboxyllc acid, l- ( (as) -2- | f (IS) -1- 

(ethoxycarbonyl) butyl] aminol - 1 -oxopropy 1) octahydro- , (28, 3aS, 7aS) - 
INDEX NAME) 

Absolute stereochemistry. Rotation (*>. 
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CN lH-lndole-2-cai'boxylic acid, l - [ <2S) -2- [ [ < IS) - 1 - 

(ethoxycarbonyl) butyl I aminol - 1 -oxopropyl ] octahydro- , phenylmethyl ester, 
(28, 3aS, 7aS) - (CA INDEX NAME) 

Absolute stereochemistry . 
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AB A method for the synthesis of perlndopril and its pharmaceutical ly- acceptable 
salts (e.g., the tert-butylaraine) involves cyclocondensation reaction of N- 
[ (S) - 1-ca r be thoxy butyl) - <S) -alanine with sulfinyl chlorides R1SOC1 (Rl - 
iraidazolyl, benimidazolyl , or tetrazolyl) to give Et (2S) -2- [(is) -4-methyl- 
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Pt/C to give perindopril. 
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Absolute stereochemistry. Rotation (-). 
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the hydroxy group, and deprotection. In an example, N-I(S)-l- 
carbe thoxy butyl) - (S) -alanine hydrochloride was prepared via allylation of Boi 
protected (S> -5 -methyl- 2-morpholinone and treatment of tert-Bu (33, 58) -5- 
methyl- 3- propyl -2-0x0-4 -mo rpholinecarboxy late with Li OH in aquoous MeCN and 
then EtI to afford intermediate Et 428) -2- I (tert- butoxycarbonyl) ( (18) -2- 
hydroxy- l-methylethyl) amino] pentanoate. 
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••U) are prepared by the cyclocondensat ion reaction of N- I (8) -cerboethoxy-i- 
butyl) • (8) -alanine with a carbonyl compound X1COX2 (XI, X2 • leaving group/ 
e.g., l , l ' -carbonyldi imidazole) to give Et (2S) -2- [ (4S) -4 -Methyl-2 , s-dioxo- 
l,3-oxaiolidin-3-yl] pentanoate which is emidated with (2S) -2,3 ,4, 5, 6, 7- 
hexahydro-lH- indole- 2- carboxylic acid in the preaence of an acid (e.g., 
hydrochloric acid) to give (28) -1- [ <2S) -2- [ (IS) -1- 

(ethoxyearbony 1) butylaminol propionyl) -2,3,4,5,6,7- hexahydro-lH- indole- 2- 
carboxylic acid which la hydrogenated with a 10% Pt/C catalyst to give 
perindopril which ia then aalifted with tert-butylamine to give perindopril 
tert-butylammonium ealt. 
IT f;a5ft*»-*0-.Tlt' 

RLi RCT (Reactant); SPN (Synthetic preparation) , WW 
U'luparAtiom ; RACT (Reactant or reagent) 

(intermediate; in a method for ayntheais of perindopril and its 
pharmaceutical ly acceptable aalti) 

RN 62S096-50-3 CAPLUS 

cn iH-lndole-2-carboxylic acid, l- [ (21) -2- t [ (is) -i- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl] -2 , 3 , 4 , 5, 6 , 7-hexahydro- , (2S) - 
<»C1) (CA INDEX NAME) 

Absolute stereochemistry. 



IT if. ft.-, Perindopril 

RLi RCT (Reactant); SPN (Synthetic preparation); f re p 
; eropa i ai Li n* $ RACT (Reactant or reagent) 

(method for synthesis of perindopril and its pharmaceutics lly 
acceptable salts) 
RN 82834-16-0 CAPLUS 

CN lH-lndo)u-2 -carboxylic acid, 1 - I (28) - 2- 1 1 ( IS) - i - 

(ethoxycaruonyl > butyl) amino) - 1 -oxopropy 1 1 octahydro- , (2S, 3aS, 7aS) - 
INDEX NAME) 

Absolute stereochemietry. Rotation (•). 
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,Y 

H»r^p 



^ ^C02H J 



1071 33- iC- 

RLi SPN (Synthetic preparation); PREP (Preparation! 

(method for synthesis of perindopril and its pharmaceutically 

acceptable salts) 
10713 3-36-8 CAPLUS 

ih- indole -2-carboxylic acid, 1* { (28) -2- ( I (IS) -1* 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl] octahydro- , (2S , 3as, 7aS) - 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 



CRN 92834-16-0 
CMF C19 H32 N2 OS 



Absolute stereochemistry. Rotation (-). 



Q^OSt 



CRN 75-64-9 
CMF C4 Hll N 



r 

H]C— C-CH 3 
CHl 
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TI Method of preparing amine stereoisomers via reduction of sulf inylimines in 

presence of chiral auxiliaries 
IN Han, Bhengxu; Krishnamurthy, Dhileepkumar; Senanayake, Chris Hugh; Lu, 

Shi-hul 
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AB A method of preparing amine stereoisomers comprises stereoselective ly reducing 
a sul tiny limine or sul f inyl imine stereoisomer that bears on the sulfinyl group 
a residue of an ale, thiol or amine with a source of a nucleophile to afford 
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a sulf inylamine stereoisomer, followed by contacting the sulf inylamine 
stereoisomer with a reagent suitable for the cleavage of a sulfur-nitrogen 
bond, to afford an amine stereoisomer. The intermediates may also be used in 
the preparation of sulfoxide and sulf inylamine stereoisomers. Thus, 1- (4- 
chlorophenyDcyclobutanecarbonitr ile was treated with Me2CHCH2MgCl and 
(2S.4R, 5S) -4-methyl-5-phenyl-3-tosyl- l, 2, 3 -oxathiaaol idine 2-oxide to give 
the intermediate imine I which was reduced with NaBH4 in presence of Ti(OEt)4 
to give <R) - didesmethylsibutramine, isolated as its D-tartrate. 

IT 8;:83-i -.).»>- OF, Perindopril 

RL: SPN (Synthetic preparation); TftKt' ir-rapara&imf 

(method of preparing amine stereoisomers via reduction of sulf inyl inines in 
presence of chiral auxiliaries) 

RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (28) -2- I ( ( IS) - 1- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl ] octahydro- , <2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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TJ, 
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VC, VN, 
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ZA, ZM, ZW 
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RH: BW, GH, GM, KE , LS, MW, HZ, NA, 3D, SL, SZ, TZ, UG, ZM, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 
EE, ES, PI, PR, GB, GR, HU, IE, IT, LU, MC, HL , PL, PT, RO, SE, 
SI, SK, TR, BP, BJ, CP, CO, CI, CM, GA. GN, GO, GW, ML, MR, NE, 
SN, TD, TG 

PRAI EP 2003-291420 A 20030613 

OS MARPAT 13 9:308016 

AB (2S,3a3,7aS) -perhydroindole-2-carboxylic acid and its alkyl eaters, 
intermediates used in tho synthesis of perindopril, were prepared by 
condensation of 2- (hydroxymethyl > cyclohexanone with glycine benzyl or alkyl 
ester to give (2RS, 3aRS) -3, 3a. 4 , 5, 6, 7-hexahydro-2H-indole-2- carboxylic acid 
esters, which underwent catalytic hydrogenation of the double bond and 
resolution using a chiral amine. In an example, <2S, 3aS, 7aS) -perhydroindole- 
2- carboxylic acid was prepared with chemical purity 98% and enantiomeric 
purity 99%, 

IT 3^334-i^-OP, Perindopril 

RLs PNU (Preparation, unclassified)/ prsp (Preparation* 

(method for synthesis of (23, 3aS, 7as) -perhydroindole- 2-carboxylic acid 
and esters as perindolpril intermediates) 

RN 82834-16-0 CAPLUS 

CN 1H- indole- 2- carboxylic acid, 1- ( (23) -2- { ( (13) -1- 

(ethoxycarbonyl) butyl) amino] - l-oxopropyl] octahydro- , (23,3as, 7as) - (ca 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) , 
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TI Method for synthesis of (23, 3aS. 7aS) -perhydroindole- 2-carboxylic acid and 

esters as intermediates in the synthesis of perindopril 
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OS CAS REACT 139:308015; MARPAT 13 9.-30801S 
GI 




AB (2S,3aS, 7aS> -perhydroindole- 2- carboxylic acid and its alkyl or benzyl esters, 
intermediates used in the synthesis of perindopril, were prepared by 
condensation of (2 -oxocyclohexyl) acetic acid with (S> -phenylglycinol to give 
lactam I, reductive ring opening of the oxazole ring, cleavage of the 2- 
hydroxy-l-phenylethyl group, reaction with triflic anhydride, cyanation, 
hydrolysis of the cyano group, and hydrogenation of the double bond. In an 
example. (23 , 3a3, 7aS) -perhydroindole -2 -carboxylic acid was obtained as the 
tosylate in enantiomeric purity 99%. 

IT 92S34-IC-0P, Perindopril 

RL; pnu (Preparation, unclassified); F-RBP CPropara:: ion> 

(method for synthesis of (23, 3aS, 7aS) -perhydroindole- 2-carboxyl ic acid 
and esters as perindopril intermediates) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2-carboxylic acid, 1- [ (23) -2- [[(13) -1- 

(ethoxycarbonyl) butyl) amino) • l-oxopropyl) octahydro- , (2S.3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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(2S,3aS, 7aS) -perhydroindole-2-carboxylic acid and its alkyl or benzyl esters, 
intermediates used in the synthesis of perindopril, were prepared by 
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condensation of L- serine alkyl or benzyl ester with acetophenone derivs. 
ArCOMe (Ar - alkylphenyl or naphthyl), reduction of the imlne formed, reaction 
with cyclohexanone to give I. halodehydroxylation. radical cycllzation, and 
deprotection. In an example, (23, 3aS, 7aS) -perhydroindole- 2-carboxyl ic acid 
was obtained with chemical purity 98% and enantiomeric purity 99%. 

IT eie:u-i6-0P, Perindopril 

RL i PNU (Preparation, unclassified); PRKP (Preparation) 

(method for synthesis of (23, 3aS, 7a8) -perhydroindole- 2-carboxylic acid 
and esters as perindopril intermediates) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2- carboxylic acid, 1- ( (2S) -2- ( ( (13) -1- 

(ethoxycarbonyl) butyl) amino] - l -oxopropyl] octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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AB The L-aiglnine 


gait. 
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per incfcpr if, 


which 


haa increased storage stabil 



the corresponding tert-butylamin/ salt, is prepared, and its use for the 
treatment ot hypertension andlrtrdiac insuf f iciencyclaimed. 
IT ::;34-16 0, Perindopril 

RLi RCT (Reactant); RACT (Reactant or reagent) 

(preparation of the L-arginine salt of perindopril and Its use ai an ACE 
inhibitor) 
RN 83834 - 16-0 CAPLUS 

CN lH-Indole-2-carboxyllc acid, i- { (21) -2- 1 1 (18) -1- 

(ethoxycarbonyl) butyl) amino! -l-oxopropyl) octahydro- , {31,3*1, 7as> - (CA 

INDEX NAME) 
Absolute stereochemistry. Rotation (-). 




ft 1 >>V4H-4^-«il» 

rl i spn (Synthetic preparation); THU (Therapeutic use) j BIOL (Biological 
study); PREP (FvwpMAtion) j USES (Uses) 

(preparation of the L-arginine salt of perindopril and its use aa an ACE 

inhibitor) 
612S48-45-S CAPLUS 

L-Arglnine, (3S, 3aS, 7aS) - l - { (28) -3- ( ( (18) -1- (ethoxycarbonyl) butyl) amino) - l- 
oxopropyl I octahydro- IH- indole- 2-carboxy late (1:1) (CA INDEX NAME) 



CRN 83834-16-0 
CMP CI 9 H32 N3 05 



Absolute stereochemistry. Rotation (-), 
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CRN 74-79-3 

CMP C6 H14 N4 03 



Absolute stereochemistry. 
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TI PAR receptor-mediated antiangiogenic activity of thrombin and use of PAR 
receptor agonists for the treatment of cancer and other 
angiogenesis-associated diseases 
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KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DK, DK, EE, ES, 
PI, PR, 08, OR, HU, IB, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR, 
BP, BJ, CP, CO, CI, CM, OA, ON, 00, OH, ML, MR, NE, SN, TD, TO 
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AB The present invention features pharmaceutical compna. and methods to inhibit 

angiogenesis, with Implications to cancer therapy. These methods are based on 
the discovery that activated thrombin has antiangiogenic activity and that 
this antiangiogenic activity is at least in part, mediated through the 
activation of a class of thrombin receptors termed, protease -activated 
receptor (PAR) . Pharmaceutical compns. and methods are also directed to a 
class of proteases which mediate this activation, particularly the urokinase 
plasminogen activator (uPA) polypeptide . 
IT »2tM4- )<$«<>, Perindopril 

RL i THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(ACE inhibitor; PAR receptor-mediated antiangiogenic activity of 
thrombin and use of PAR receptor agonists for treatment of cancer and 
other angiogenesis-associated diseases) 

RN 82834-16-0 CAPLUS 

CN iH-lndole-3-carboxylic acid, l- 1 (29) -2- 1 [ (is>-i- 

(ethoxycarbonyl) butyl] amino] - i-oxopropyl] octahydro- , (2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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TI Method tor the synthesis ot (2S) - indoline- 2-carboxy 1 ic acid tor use in the 

synthesis ot perindopril 
IN Souvie. Jean-Clauile; Lecouve, Jean-Pierre 
PA La » Laooratoires servier, Fr. 
SO Bur. Pal. Appl . , 6 pp. 
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AB (29) - indoline -2-carboxy lie acid, an intermediate used in the synthesis of 

perindopril, was prepared by resolution of racemic indoline-2-carboxylic acid 
by reaction with (R) - n - me thylbenzyl amine . In an example, ( 29) - indol ine- 2 - 
carboxylic acid was obtained with enantiomeric purity > 99.5 %. 
IT 82834 -l«-0i', Perindopril 

RL t PNU (Preparation, unclassified); PREP i Preparation! 

(synthesis of (29) -indol ine-2- carboxylic acid via resolution as 
intermediate in synthesis of perindopril) 
RN 82834-16-0 CAPLUS 

CN 1H- indole- 2- carboxylic acid, 1- 1 (28) -2- ( IU8) -1- 

( e thoxy ca r bony 1) butyl] amino! - l-oxopropyl] octahydro- , <2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Preparation of a prolonged- release compressed tablet comprising a core 
containing the active principle and a coating which controls the release of 
active principal ia disclosed. Prolonged- release microcapsules cong. 
metformin hypochloride crystal were prepared A compressed tablet contained, 
above microcapsules 769.23, mannitol 492.31, Crospovidone 230.77., aspartame 
19.23, flavor 16.23, and magnesium stearate 7.69 mg . 
8^334-16-0, Perindopril 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(compressed tablets based on microcapsules having modified release) 
82834-16-0 CAPLUS 

lH-Indole-2-carboxylic acid, l- ( <2S) -2- { ( (IS) -l- 

(ethoxycarbonyl) butyl 1 amino) - 1-oxopropylJ octahydro- , (23 , 3aS, 7aS) - (CA 

INDEX NAME) 



Absolute stereochemistry. Rotation (-). 
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TI pApara/fion of 14- ( l , l ■ -biphenyl-2-ylcarbonylaroino or 

benzo^amino) phenyl) acetic acid esters as microsomal triglyceride transfer 
prdyin (MTP) inhibitors 
IN Hagiwara, Atsushi; Oe, Yasuhiro; Odani, Naoya; Matanabe, Shizue; 
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pg, and 268 mg l-othyl-3- (3-dimethylaminopropyl > carbodiimido hydrochloride 
were dissolved in 5 mL CH2C12 and stirred at room tomperaturo for 6 h to givo, 
after distillation of the solvent and silica gel chromatog., 725 mg 4-1(4'- 
trif luoromothyl-l , 1 ' -biphenyl-2-ylcarbonyl) amino] phony lacetic acid 2,2- 
bis(ethylcarbamoyl) -2-phenylethyl ester (II; R - H) . II (R - H) and II (R • 
Me) inhibited the triglyceride transport between liposomes by MTP with IC50 of 
0.6 and 0,39 nM, reap., and the secretion of apol ipoprotein B from HepG2 cell 
with IC50 of 0.65 and 0.46, resp. Pharmaceutical formulations, e.g. a tablet 
containing 2- 112- [4- ( (4 ' - trif luoromethyl - 1 , 1' - biphenyl- 2-y lcarbony 1) amino) -3- 
{pyrrolidinocarbonyl ) phenyl) ace toxy) me thyll - 2-phenylmalonic acid di-Et ester, 
were described. 

IT 32934- ifc-0, Perindopril 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(antihypertensive agent, coadministration drugs containing; preparation of 
I (bipheny ly lcarbony lamino or ben2oylamino) phenyl) acetic acid esters as 
microsomal triglyceride transfer protein (MTP) inhibitors for treatment 
or prevention of diseases) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2-carboxy lie acid, I- I (2S) -2- |( (IB) -1- 

(ethoxycarbonyl) butyl) amino] -l-oxopropyl] octahydro- , (2S,3as.7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



o^ost 

f^^K">r^ COaH HN-^ Pr-n 



The title compds. (I; Rl, R2 - H, Ci-6 alkyl, C3-7 cycloalkyl, Cl-6 alkoxy, 
halo-cl-6 alkyl, halo-ci-6 alkoxy, each (un) substituted C6-14 aryl, C7-16 
aralkyl, C6-14 aryloxy, C7-16 aryloxy, C7-16 aralkyloxy, C7-1S arylcarbonyl , 
heterocyclyl , or NH2 C2-7 alkoxycarbonyl , halo, C2-6 alkenyl; the ring A - C6- 
14 aryl, heterocyclyl, 9-oxof luorenyl , fluorenyl; X - C02(CH2)n, each N- 
(un) substituted C0NH(CH2)n or NHCO(CH2)n (wherein n - an integer of 0-3); R3, 
R4 m H, HO, halo, each (un) substituted Cl-6 alkyl, heterocyclyl, or C0NH2, Cl- 
6 alkoxy, halo-ci-6 alkyl, C7-16 aralkyloxy, Cl-6 acyl; the ring B - 
phenylene, C5-7 (aza)cycloalkanediyl , indolediyl, benzimidazolediyl , 
pyridinediyl, pyrimidinediy 1 , benzoeycloalkanedilyl, quinolinediyl, etc.; 
Alkll, Alkl2 - alkanediyl, alkenediyl; n. m - 0-3; D - Cl-6 alkyl, C2-6 
alkenyl. C2-7 alkoxycarbonyl, NR42COR43 (wherein R42 - H, Cl-6 alfcyl; R43 - 
C4-14 aryl. C7-16 aralkyl), etc.; R8, R9 - h , ci-6 alkyl, (un) substituted C6- 
14 aryl, CONH2, or NH2, succinimid-2-yl, hydroxy-Cl-6 alkyl, C02H or its 
ester, (CH2)sO2CR20 (wherein R20 - H, Cl-6 alkyl, C3-7 cycloalkyl, s - 0-3)) 
or prodrugs thereof or pharmaceutical ly acceptable salts of either are 
prepared These compds. I electively inhibit microsomal triglyceride transfer 
protein (MTP) of small intestine, are metabolized in blood or liver, and 
residual amount of MTP inhibitors is small enough not to substantially inhibit 
liver MTP and hence causes no side effects such as a fatty liver. They are 
useful for prevention or treatment of hyperlipidemia, arteriosclerosis, 
coronary artery diseases, obesity, diabetes, or hypertension. Thus, 519 mg 4- 
( (4 • -trif luoromethyl -1, 1 ' -biphenyl -2-ylcarbonyl) amino] pheny lacetic acid 
(preparation given), 317 mg 2-hydroxymethyl-2-phenylmalonic acid diethylamide 
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TI Mechodjfi of treating or preventing a cardiovascular condition using a 

cy4lo/xygenaso-l inhibitor 
IN Kru\/ Elaine S. 
PA USA 

SO U.S. Pat. Appl. Publ., 32 pp. 

CODEN : USXXCO 
dt Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



APPLICATION NO. 
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AB Methods for treating or preventing one or more cardiovascular conditions in a 
subject comprises treating the subject with a therapeutically affective amount 
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of ■ selective cyclooxygenaae-1 inhibitor or a pharmaceutical ly-acceptabla 
•ale, tautomer or prodrug thereof alona or In combination with cither a drug 
uaad in the treatment or prevention of a cardiovascular condition or a non- 
drug therapy uaad In the treatment of a cardiovascular condition. 
Cyclooxygenaae-i inhibitor, 5- (4-Chlorophenyl) - 1- (4-methoxyphenyl) -3- 
Urlf luoromethyUpyrasole (I), was prepared from 4 ' -chloroacetophenone and (4- 
methoxy phenyl) hydra sine hydrochloride, t inhibited development of 
atheroscleroaia in choieaterol-fed apoB knockout mice, 
IT «::iJ4- i.fi-0, Perindopril 

BLi uu {Biological study, unclaasif led) / PAC (Pharmacological activity)) 
THU (Therapeutic uae) ; BIOL (Biological study), uses (Ueaa) 

(angiotensin converting enzyme inhibitor; cyclooxygenaae-l inhibitor 
for treating or preventing cardiovascular conditions) 

RN 82134-16-0 CAPLUS 

CN iH-lndole-2-carboxylic acid, i - ( (as) -2- [ [ ( is ) - 1- 

(ethoxycarbony 1) butyl] amino) - 1-oxopropylJ octahydro- , (a*, 3aS, 7as) - (ca 
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Absolute stereochemistry. Rotation (-) . 




1 / 

TT Met 



IN 
PA 
80 



l*W«ft U) OF lit CAPLUS COPYRIGHT 2007 ACS on STN 
2003! 675553 CAPLUS Pull -text 
197771 

thod tot synthesis of (2S, 3aS, 7aS) -perhydroindole- 2-carboxylic acid and 
eaters as Intermediates in the synthesis of perindopril 
DuDuftet, Thierra; Langlois, Pascal 
Los Lauoratoires Servier, Fr. ; Servier Lab 
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AB (2S,3aS, 7aS) -perhydroindole- 2-carboxylic acid and its bensyl or alkyl eaters 
were prepared by reaction of 1- (1-cyclohexen- l-yl)pyrrol idine with (R) - 
ICH2CH(NR' JC02R (R is H , benzyl, or alkyl; R> is an amine -protecting group) to 
afford cyclohexanone derivs. I. Cyclization of I, e.g., using p- 
toluenesulfonic acid, gave compdB. II, which underwent catalytic hydrogenation 
to afford compds. of the invention. The title acid was obtained in 87% yield 
and 99% enantiomeric purity by this method. 

IT 826:14- 16-0P, Perindopril 

RL i PNU (Preparation, unclassified); PREP (I reparation) 

(method for synthesis of perhydroindolecarboxylic acid and esters as 
perindopril intermediates) 

RN 82834-16-0 CAPLUS 

CN lH-lndole- 2-carboxylic acid, l- [ (2S) -2- [ ( < IS) - l- 

(ethoxycarbonyl) butyl) amino) - l-oxopropyl] octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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r Gene I/D I :' ivn (•rphtaui la Not Associated with the Blood 
pas/ie and Cardiovascular Benefits of ACE Inhibition 

Stephen B . / Tzourio, Christophe; CamOien, Francois; Poirler 
Raoux, flegal o no, Chalmers, John; Chapman, Neil; Colman, 
Leguennec, Solenn; HacMahon, Stephen; Neal, Bruce; Ohkubo, Takayoshi; 
woodward, Mark 

CS Department ot Physiology, University ot Melbourne, Melbourne, Australia 
SO Hypertension (2003), 42(3), 297-303 

CODENi HPRTDN; ISSN: 0194-911X 
PB Liupincotl Williams t. Wilkins 
DT Journal 
LA English 

AB The insertion/deletion (l/D) polymoi'p'iisifl of the angiotensin-converting ensyme 
(ACS) gene might have consequences for the risks of vascular diseases, we 
examined the ACE genotype and the effects of a perindopril -based blood 
pressure- lowering regimen on macrovascular events, dementia, and cognitive 
decline among hypertensive and nonhypar tensive patients with a history of 
cerebrovascular disease. ACE I/D genotypes were measured in 5688 of 6105 
individuals with previous stroke or transient ischemic attack who participated 
in the progress trial. The DD genotype was significantly (P<0.0001) less 
frequent in Asian subjects (Chinese and Japanese, 14.7%) than in non-Asian 
subjects (32.0%). Controlling for racial background, there were no aasocna. 
between ACE genotypes and cerebrovascular disease history or cardiovascular 
risk factors, Including baseline blood pressure. The ACE genotype was not 
associated with the long-term risks of stroke, cardiac events, mortality, 
dementia, or cognitive decline; neither did the ACE genotype predict the blood 
pressure reduction associated with the use of the ACE inhibitor perindopril. 
similarly, there was no evidence that the ACE genotype modified the relative 
benefits of ACB inhibitor -based therapy over placebo. This study provides no 
evidence that in patients with cerebrovascular disease, knowledge of ACB 
genotype is useful for predicting either the risk of disease or the benefits 
of perindopril-based blood pressure- lowering treatment. 
IT -2:34-16-0, Perindopril 

RL t THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(ACB genotype and effects of perindopril based blood pressure lowering 
regimen on macrovascular events, dementia and cognitive decline among 
hypertensive and nonhypertensive patients with a history of 
cerebrovascular disease) 

RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- ( (2S> -2- [ [ (18) - 1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl] octahydro- , (2S,3aS, 7aS) - (CA 
INDBX NAME) 

Absolute stereochemistry. Rotation <-). 
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SO Eur. Pat. Appl. , 12 pp. 

CODENi EPXXDW 
DT Patent 
LA English 
FAN.CNT 1 



PATENT NO. 






KIND 


DATE 




APPLICATION NO. 




DATE 


EP 


1333026 






Al 




20030806 




EP 2002 


290206 




20020130 


EP 


1333026 






Bl 




20070627 














R» AT, 


BE, 


CH, 


DE, 


DK 


ES, FR, 


GB 


GR, IT 


LI, LU, 


NL, 


SB, MC, PT, 




IB, 


SI, 


LT, 


LV, 


FI 


RO, MK, 


CY, AL, TR 








AT 


365714 






T 




20070715 




AT 2002 


290206 




20020130 


IN 


2OO3MUOO069 




A 




20050128 




IN 2003 


MU69 




20030117 


CA 


2474003 






Al 




20030807 




CA 2003 


2474003 




20030129 


NO 


2003064388 




A2 




20030807 




WO 2003 


IB691 




20030129 


wo 


2003064388 




A3 




20040205 














W: AB, 


AG, 


AL, 


AM, 


AT 


AU, AZ, 


BA 


BS, BG 


BR, BY, 


BZ, 


CA, CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE 


DK, DM, 


DZ 


EC, EE 


BS, FI, 


GB, 


OD, OB, GH, 




GM, 


HR, 


HU, 


ID, 


IL 


IN, IS, 


JP 


KE, KG 


KP, KR, 


KZ, 


LC, LK, LR, 




LS, 


LT, 


LU, 


LV, 


MA 


MD, MG, 


MK 


MN, MW 


MX, MZ, 


NO, 


NZ, OM, PH, 




PL, 


PT, 


RO, 


RU, 


SC 


SD, SE, 


SO 


SK, SL 


TJ, TM, 


TN, 


TR, TT, TZ, 




UA, 


UG, 


US, 


UZ, 


vc 


VN, YU, 


ZA 


ZM, ZW 










RW; GH, 


OM, 


KE, 


LS, 


MW 


MZ, SD, 


SL 


SZ, TZ 


UG, ZM, 


ZW, 


AM, AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ 


TM, AT, 


BE 


BG, CH 


CY, CZ, 


DE, 


DK, EE, ES, 




FI, 


FR, 


08, 


OR, 


HU 


IE, IT, 


LU 


MC, NL 


PT, SE, 


SI, 


8K, TR, BF, 




BJ, 


CF, 


CO, 


CI, 


CM 


GA, GN, 


GO, OW, ML 


MR, NE, 


SN, 


TO, TO 


HU 


2003000231 




A2 




20030828 




HU 2003 


231 




20030129 


EE 


200400107 




A 




20041015 




EE 2004 


107 




20030129 


BR 


2003007293 




A 




20041221 




BR 2003 


7293 




20030129 


CN 


1622936 






A 




20050601 




CN 2003 


802714 




20030129 


JP 


2005521667 




T 




20050721 




JP 2003 


564011 




20030129 


NZ 


534168 






A 




20061130 




NZ 2003 


534168 




20030129 


AP 


1741 






A 




20070630 




AP 2004 


3091 




20030129 


US 


2005119492 




Al 




20050602 




US 2004 


503272 




20040729 


MX 


2004PA07444 




A 




20050617 




HX-7d04 


PA7444 




20040730 


NO 


2004003472 




A 




20040820 




NO 2004 


3472 




20040820 


BO 


108BS8 






A 




20050531 




BG 2004 


108858 




20040827 


HK 


1076101 






Al 




20070518 




HK 2005 


108134 




20050916 



I05763K6 281 of 361 
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US 2004-503272 A3 20040729 

OS MARPAT 139:149930 

AB The invention relates to l- [2 (S) - {l (S) - (ethoxycarbonyl) butylaminojpropiony 1) - 
(3aS, 7aS)octahydroindole-2(s) -carboxylic acid (perindopril) and its tert- 
butylamine salt, free of contaminants derivable from dicyclohexylcarbodiimide, 
and a process for their synthesis. The invention also relates to N-(l- 
(ethoxycarbonyl ) butyl] -N- (alkoxycarbonyl) alanine intermediates used in the 
synthesis of perindopril, a known ACE inhibitor. Thus, N- fi- 
le thoxycarbonyl) butyl) -N- (ethoxycarbonyl) alanine , prepared by 
ethoxycarbonylation of N- [l- (ethoxycarbonyl) butyl] alanine, was treated with 
thionyl chloride in CH2C12 and acylated by perhydroindole-2-carboxylic acid in 
THF at reflux for 4-4.5 h. The product was treated with tert-butylamine to 
afford 55% perindopril ebunnine. 

IT 8 333 4-i* -op, Perindopril 107133 -36-»P, Perindopril 
ebunine 

RL: IMF (industrial manufacture); SPN (Synthetic preparation); PREP 
{Preparation} 

(process for preparation of high purity perindopril and intermediates 

useful 

in its synthesis) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2 -carboxylic acid, l- ( (23) -2- I ( (19) -l- 

(ethoxycarbonyl)buty 1} amino) - 1-oxopropyl) octahydro- , (2S,3aS, 7aS) - (CA 

INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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1H- Indole- 2 -carboxylic acid, 1- I <2S> -2- I [ US) -1- 
(ethoxycarbonyl) butyl] aminol - 1-oxopropyl) octahydro- 
with 2-methyl-2-propanaraine (1:1) (CA INDEX NAME) 

CM 1 

CRN 82834-16-0 
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ES, FI. FR, GB, GR, HU, IB, IT, LU, MC, NL, PL, PT, RO, SE, SI, 
SK. TR, BF, BJ, CF, CG, CI, CM, GA, GN, GO, GW, ML, MR, NE, SN, 
TD. TG 

PRAI EP 2003-290607 A 20030312 

OS CASREACT 13 9:6914 8; MARPAT 139:69148 
GI 



H 



AB Title compds. I (R - H, CH2Ph, alkyl) were prepared by treating 2,7- 

oxepanedione with XCH2CH (NHR2) C02R1 [RI - CH2Ph, alkyl; R2 - protective group) 
to give H02C(CH2)4COCH2CH(NH2) C02R1 which was cyclized to the lactam, cyclized 
to the indole with Ti, and reduced over Pt, Pd, Rh, or Ni catalyst. Thus , I 
[R - H) was prepared from 2, 7-oxepanedione and (2S) - ICH2CH (NHC02CMe3) C02CH2Ph 
in s steps. 
IT B2B34-10-0P, Perindopril 

RL: PNU (Preparation, unclassified); PftEP {Preparation} 

(method for synthesis of (23, 3aS, 7aS) -perhydroindole- 2 -carboxylic acid 
and esters as intermediates in the synthesis of perindopril) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- [ (23) -2- [ ( US) -1- 

( ethoxycarbonyl) butyl) amino) - 1-oxopropyl) octahydro- , (2S, 3aS, 7aS) - <CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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OS CASREACT 139:22503; MARPAT 13 9:22503 

AB Perindopril and itB pharmaceutically-acceptable salts wore prepared from 2,7- 
oxepanedione by a multistep procedure, i.e., reaction with (R) - 
XCH2CH(NHBoc)C02CH2Ph (X is Br or iodo; Boc is terc-butoxycarbonyl) , 
cyclization of deprotected 2-amino-4 -oxononanedioic acid derivative, Ti- 
catalyzed coupling to form the indole ring system, reaction with N-((S)-l- 
ca r be thoxy butyl) - (8) -alanine, and catalytic hydrogenation. In an example, 
perindopril was obtained with enantiomeric purity 99%. 
IT S393r.0-.U-4P 

RL: IMF (Industrial manufacture); RCT (Reactant) ; SPN (Synthetic 
preparation); PRBP : Preparation} ; RACT (Reactant or reagent) 

(method for synthesis of perindopril and its pharmaceutically- 
acceptable salts) 
RN 539820-43-4 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [ (29) -2- 1 [ (19) -l- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) - 2 , 3 , 4 , 5 , 6, 7-hexahydro- . 
phenylmethyl ester, (2S) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




82e34-i*-0P, Perindopril 107133-36- ep 

RL: IMP {Industrial manufacture); SPN (Synthetic preparation); PRKP 



•U5763H6 2H5of36l 

.Pr9p.ua' . : r. i 

(method for synthesis of perindopril and its pharmaceutical ly- 
accspLable salts) 
RN 82834-16-0 CAPLUS 

CN 1M- Indole- 2 -earboxy lie acid, I- [ (21) - 2- 1 J US) - 1- 

(ethoxycarbonyl ) butyl] amino) - 1-oxopropyll octahydro- , (23, 3as, 7as) - (ca 

INDEX NAME) 

Absolute stereochemistry. Rotation <•). 




RN 107133-36-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- | (2S> -2- U (IS) -1- 

(ethoxycarbonyl) butyl) amino) -1-oxopropyl) octahydro- , (23, 3aS, 7aS) - , compd . 
with a-methyl-2-propanamine (lil) (CA INDEX NAME) 

CM 1 

CRN I2SJ4-16-0 
CMP CIS M32 N2 08 

Absolute stereochemistry. Rotation (•). 
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TI Method for the synthesis of (38, 3aS , 7aS) - 1- 1 (S) -alanyl] octahydro-lH- indole- 
2-carboxylic acid derivatives for use in the synthesis of perindopril 
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Alanyloctahydroindolecarboxylic acid deriva. I (Ri is H, alkyl, or benzyl, R2 
is a protecting group) were prepared from 2, 7-oxepanedione by a multistep 
procedure, i.e., reaction with <R) -XCH2CH (NHR3) C02R4 (X is Br or iodo, R3 is 1 
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protecting group, R4 is ben ay 1 or alkyl), cyclization of deprotected 2-amino- 
4-oxononanedioic acid derivative, Ti- catalyzed coupling to form the indole 
ring system, reaction with an alanine derive., and catalytic hydrogenation. 
In an example, 1 (Ri - h, R2 - tart -butoxyca r bony 1) was obtained with 
enantiomeric purity 99%. 
IT LZ3J4- U-OP, Perindopril 

RL 1 PNU (Preparation, unclassified), PREP (Pveparacion) 

(synthesis of alany loctahydroindolecarboxylic acid derivs. for use in 
synthesis of perindopril) 
RN 82834-16-0 CAPLUS 

CN iH-Indole-2-carboxylic acid, 1- [ (as) -2- [ { (is) -1- 

(ethoxycarbonyl)butyl] amino) - 1-oxopropyl] octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absoluts stereochemistry. Rotation <->, 
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AB Perindopril I (23, 3aS, 7aS) - 1- ((2S)-2- [ < 18) - 1 - (ethoxyearbonyl) butylamino) pro 
pionyljoc tahydro-lH- indole- 2 -carboxy lie acid) or its analogs or salts were 
prepared by treating RcCH (C02Ra) NHCHRbC02H (Ra, Rb - ci-4 alkyl, Rc - Cl- 
6alkyl) with X2C:0 ( X is a leaving group) to give a 2, S-dioxooxazolidLne, 
which reacts with octahydro- 1H- indole-2-carboxylic acid or ester to give the 
desired product. In an example, N,N' - carbony Id i imidazole was added to a 
suspension of N-((S)-1- carbethoxybutyl) - (S) -alanine in CH2C12 and the mixture 
kept at 0» for l h. (2S, 3aS, 7aS) -octahydroindole-2-carboxylic acid was added 
at -5*C and the solution kept at this temperature for 1 h to give 80% 
perindopril (isolated as the tert-butylamine salt). 

IT 42354- l«j -0P, Perindopril 107133-36- 3P, Perindopril 
erbumine 

RL: IMF (Industrial manufacture); RCT (Reactant) , PREP 

(Preparation; 1 RACT (Reactant or reagent) 

(process for preparation of perindopril using dioxooxazolidine 
intermediate) 
RN 82834-16-0 CAPLUS 

CN ,lH-Indole-2-carboxylic acid, 1- ( (23) -2- 1 1(18) -l- 

(ethoxycarbonyl) butyl) amino) -l -oxopropyl 1 octahydro- , (2S, 3aS, 7aS) - (CA 
INDEX NAME) 



Absolute stereochemistry. Rotation (-). 
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1H- Indole- 2- carboxylic acid, l- ( (2S) -2- [ I (IS) - 1- 
(ethoxycarbonyl) butyl] amino] -1-oxopropyl) octahydro- 
with 2-methyl-2-propanamine (lil) (CA INDEX NAME) 

CM 1 



<2S,3aS,7aS> - , compd. 
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C19 H32 N2 05 
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Absolute stereochemistry. Rotation (-}. 
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Method for synthesis of (2S,3aS, 7aS) -1- <S> -alanyloctahydro- 1H- indole-2- 
carboxylic acid derivatives as intermediates for synthesis of perindopril 
Mezei, Tibor/ Porcs-Makkay, Marta; simig, Gyula 
Le3 Laboratoires Servier S.A., Fr. 
Eur. Pat. Appl. , 11 pp. 



CODEN: EPXXDW 
Patent 
French 
CNT 1 
PATENT NO. 




KIND 


DATE 




APPLICATION NO. 




DATE 


EP 1256590 






Al 




20021113 




EP 2002 


291853 




20020723 


EP 1256590 






Bl 




20060301 












R: AT, 


BE, 


CH, 


DE, 


DK 


ES, PR, 


GB 


GR, IT 


LI, LU, 


HL, 


SE, MC, PT, 


IE, 


SI, 


LT, 


LV, 


FI 


RO, MK, 


CY 


AL, TR 


BG, CZ, 


EE, 


SK 


FR 2827860 






Al 




20030131 




FR 2001 


9839 




20010724 


FR 2827860 






Bl 




20041210 












IN 2002MU00629 




A 




20040417 




IN 2002 


MU629 




20020711 


CA 2455706 






Al 




20030227 




CA 2002 


2455706 




20020723 


WO 2003016336 




Al 




20030227 




WO 2002 


FR2627 




20020723 


W: AE, 


AG, 


AL, 


AM, 


AT 


AU, AZ, 


BA 


BB, BG 


BR, BY, 


BZ, 


CA, CH, CN, 


CO, 


CR, 


CU, 


CZ, 


DE 


DK, DM, 


DZ 


EC, EE 


ES, FI, 


GB, 


GD, GE, GH, 


GM, 


HR, 


HU, 


ID, 


IL 


IN, IS, 


JP 


KE, KG 


KP, KR, 


KZ, 


LC, LK, LR, 


LS, 


LT, 


LU, 


LV, 


MA 


MD, MG, 


MK 


MN, MW 


MX, MZ, 


NO, 


NZ, PL, PT, 


R0, 


RU, 


SD, 


SE, 


SG 


SI, SK, 


SL 


TJ, TM 


TR, TT, 


TZ, 


UA, UG, US, 


UZ, 


VN, 


YU, 


ZA, 


ZW 















C02R 1 
\=0 



AB Alanyloctahydroindolecarboxylic acid derivs. I {Rl ■ H, alkyl, benzyl; R2 is a 
protecting group) were prepared as intermediates for the synthesis of 
perindopril. Thus, treatment of Me (2S) -2, 3-dihydro- 1H- indole-2- carboxylato 
with Boc-L-Ala-OH (Boc - tert-butoxycarbonyl ) in THF in the presence of Et3N 
and DCC for 6 h at room temperature afforded 81% Me (2S) -l- [ (23) -2- 1 (tert- 
butoxycarbonyl) amino] propionylj -2,3-dihydro-lH- indole-2-carboxylate , which 
was hydrogenated over Pd/C at 60»C to give 90% I (Rl - Me, R2 - Boc). 

IT B2«3 4-15-GP, Perindopril 

RL: PNU (Preparation, unclassified); PRE P (Preparation) 

(synthesis of alanyloctahydroindolecarboxylic acid deriva. as 
intermediates for synthesis of perindopril) 

RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- [ (23) -2- [ [ (IS) -l- 

(ethoxycarbonyl) butyl) amino! -l-oxopropyl) octahydro- , (2S,3aS,7as) - (CA 

INDEX NAME) 

Absolute stereochemistry. Rotation {-). 
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TI Porous drug matrices and methods of manufacture thereof 
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AB Drugs, especially low aqueous solubility drugs, are provided in a porous 

matrix form, preferably microparticles, which enhances dissoln; of the drug in 
aqueous media. The drug matrixes preferably are made using a process that 
includes (i) dissolving a drug, preferably a drug having low aqueous 
solubility, in a volatile solvent to form a drug solution, (ii) combining at 
least one pore forming agent with the drug solution to form an emulsion, 
suspension, or second solution and hydrophilic or hydrophobic excipients that 
stabilize the drug and inhibit crystallisation, and (iii) removing the 
volatile solvent and pore forming agent from the emulsion, suspension, or 
second solution to yield the porous matrix of drug. Hydrophobic or 
hydrophilic excipients may be selected to stabilize the drug in crystalline 
form by inhibiting crystal growth or to stabilize the drug in amorphous form 
by preventing crystallization The pore forming agent can be either a volatile 
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liquid that is immiscible with the drug solvent or a volatile solid compound, 
preferably a volatile salt. In a preferred embodiment, spray drying is used 
to remove the solvents and the pore forming agent. The resulting porous 
matrix has a faster rate of dissoln. following administration to a patient, as 
compared to non-porous matrix forms of the drug. In a preferred embodiment, 
microparticles of the porous drug matrix are reconstituted with an aqueous 
medium and administered parenterally , or processed using standard techniques 
into tablets or capsules for oral administration. Thus, 5.46 g of PEO 8000, 
0.545 g of prednisone, and 0.055 g of Span 40 were dissolved in 182 mL of 
methylene chloride. A solution of 3.27 g of ammonium bicarbonate in 18.2 mL 
of water was added to the organic solution (phase ratio 1:10) and homogenized 
for 5 min at 16,000 RPM. The resulting emulsion was spray dried on a benchtop 
spray dryer using an air-atomizing nozzle and nitrogen as the drying gas. 

IT 321*34- 16-0, Perindopril 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(porous drug matrixes and methods of manufacture thereof) 

RN 82834-16-0 CAPLUS 

CN 1H- indole - 2- carboxy lie acid, l- I <2S) -2- ( { (IS) -1- 

(ethoxycarbonyl) butyl] amino] - l-oxopropyl] octahydro- , (2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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TI Combinations of azetidinone sterol absorption inhibitor (s) with 
cart) i/vaacular agent (s) for the treatment of vascular conditions 

IN KosVdlou, Teddy; Ress, Rudyard Joseph; strony, John; Veltri, Enrico P. 
Hauer, William 

PA Schering Corporation, USA 

SO PCT Int. Appl., 105 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 

FAN. CNT 12 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI 



WO 2002058731 A2 20020801 WO 2002-U31196 20020125 

WO 2002058731 A3 20031120 

W: AE, AG, AL. AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

CO, CR, CZ, DE, DK, DM, DZ, EC, EE, E3, FI, CB, GD, GE, HR, HU, 

ID, IL, IN, IS, JP, KG, KR, KZ, LC, LK, LR, LT, LU, LV, MA, MD, 

MG, MK, MN, MX, MZ, NO, NZ, PH, PL, PT, RO, RU, SE, SG, SI. SK, 

SL, TJ, TM, TN, TR, TT, TZ, UA, UZ, VN, YU, ZA, ZM 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 

KG, KZ, MD, RU, T J . TM, AT, BE, CH , CY. DE . DK, ES , FI, FR, GB , 



293 of 361 





OR, 


IK, 


IT, 


LU, 


MC, 


NL, PT, 


SB, 


TR, BF, 


BJ, CP, 


CO, 


CI, CM, OA, 




ON, 


GO, 


OW, 


ML, 


MR, 


NE, SN, 


TD, 


, TO 








CA 


2434436 






Al 




20020B01 




CA 2002- 


2434436 




20020125 


CA 


2562982 






Al 




20020801 




CA 2002- 


2562982 




20020125 


CA 


2563051 






Al 




20020801 




CA 2002- 


2S630S1 




20020125 


AU 


2002241903 




Al 




20020806 




AU 2002- 


241903 




20020125 


US 


2003069221 




Al 




20030410 




US 2002- 


57339 




20020125 


BP 


1385548 






A2 




20040204 




EP 2002- 


■707500 




20020125 


EP 


1365546 






Bl 




20070523 














Ri AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR , 


GB, 


, GR, IT, 


LI, LU, 


NL, 


SB, MC, PT, 




IB, 


91 , 


LT, 


LV, 


pi, 


RO, MK, 


CY, 


, AL, TR 








BR 


2002006644 




A 




20040225 




BR 2002- 


6644 




20020125 


HU 


2003003923 




A2 




20040301 




HU 2003- 


3923 




20020125 


EP 


1413331 






A2 




20040428 




EP 2004- 


■ 16 1 




20020125 


BP 


14 1 33 J 1 






A3 




20040630 












EP 


1413331 






Bl 




20071003 














Ri AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


□B, 


, GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




1 E , 


91 , 


LT, 


LV, 


PI , 


RO, MK, 


CY, 


, AL, TR 








JP 


2004511919 




T 




20040617 




JP 2002- 


559065 




20020125 


CN 


1562169 






A 




20050216 




CN 2002- 


•804219 




20020125 


UP 


154 1 17 b 






A2 




20050615 




EP 2005- 


-3029 




20020125 


EP 


154 in 5 






A3 




20060412 














Ri AT, 


BE, 


CH, 


DE , 


DK, 


ES, FR, 


OB, 


, GR, IT, 


LI, LU, 


NL, 


SE, mc; PT, 




IB, 


SI , 


LT, 


LV, 


Fl , 


RO, MK, 


CY. 


, AL, TR 








EP 


16716SO 






Al 




20060621 




EP 2006- 


■5831 




20020125 




Rt AT, 


BE, 


CH, 


DE , 


DK, 


ES, FR, 


OB. 


, GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI , 


LT, 


LV, 


PI, 


RO, MK, 


CY, 


, AL, TR 








CN 


1915429 






A 




20070221 




CN 2006- 


•10126233 




20020125 


EP 


1785144 






A2 




20070516 




EP 2007- 


3151 




20020125 


EP 


17B5144 






A3 




20070523 














Ri AT, 


BE, 


CH, 


CY, 


DE, 


DK, ES. 


PI, 


FR, GB, 


OR, IE, 


IT, 


LI, LU, MC, 




NL, 


PT, 


fig, 


TR, 


AL, 


LT, LV, 


MK, 


, RO, SI 








AT 


362757 






T 




20070615 




AT 2002- 


•707500 




20020125 


EP 


1810693 






A2 




20070725 




BP 2007- 


-9475 




20020125 


SP 


1610693 






A3 




20071017 














Ri AT, 


BE, 


CH, 


CY, 


DE, 


DK, ES, 


PI, 


, FR, OB, 


OR, IE, 


IT, 


LI, LU, MC, 




NL, 


PT, 


SB, 


TR, 


AL, 


LT, LV, 


MK, 


, RO, SI 








NZ 


545332 






A 




20070928 




NZ 2002- 


54S332 




20020125 


ZA 


2003005692 




A 




20041025 




ZA 2003- 


5692 




20030723 


ZA 


2003005694 




A 




20041026 




ZA 2003- 


56 94 




20030723 


ZA 


2003005693 




A 




20050209 




ZA 2003- 


5693 




20030723 


IN 


2003CNOUSO 




A 




2OOS0422 




IN 2003- 


CN1150 




20030724 


NO 


2003003358 




A 




20030912 




NO 2003- 


3358 




20030725 


MX 


2003PA06724 




A 




20031024 




MX 2003- 


PA6 7 24 




20030725 


US 


2004097482 




Al 




20040520 




US 2003- 


-639900 




20030613 


HK 


1060854 






Al 




20070907 




HK 2004- 


•103917 




20040601 


US 


2005153952 




Al 




20050714 




US 2004- 


-998400 




20041129 


US 


2006199793 




Al 




20060907 




US 2005- 


•158429 




20050622 


IN 


2006CN01141 




A 




20070831 




IN 2006- 


•CN1141 




20060403 


AU 


2007201970 




Al 




20070524 




AU 2007- 


•201970 




20070503 


JP 


2007211031 




A 




20070823 




JP 2007- 


•141163 




20070528 


US 


2O01-264275P 




P 




20010126 












US 


2001-264396P 




P 




20010126 












US 


2001-264600P 




P 




20010126 












us 


2O01-323842P 




P 




20010921 












us 


2001-323839P 




P 




20010921 












us 


2001-324123P 




P 




20010921 












CA 


2002-2434682 




A3 




20020125 












CN 


2002-8072O8 




A3 




20020125 












KP 


2002-704233 




A3 




20020125 













>386 






294 of 361 


EP 


2002 


•705933 


A3 


20020125 


EP 


2002- 


•707500 


A3 


20020125 


EP 


2002 






20020125 


EP 


2002' 


•714773 


A3 


20020125 


JP 


2002 


-559066 


A3 


20020125 


US 


2002- 


-57323 


A3 


2OO20 125 


US 


2002 


-57646 


Al 


20020125 


wo 


2002 


•US1196 


W 


20020125 


us 


2002- 


-136968 


A3 


20020501 


IN 


2003' 


-CN1150 


A3 


20030724 


AU 


2006- 


-202618 


A3 


20060620 


MARPAT : 


137; 129903 








AB The present invention provides compns . , therapeutic combinations and methods 
including: (a) at least one sterol absorption inhibitor and <b> at least one 
cardiovascular agent different from the sterol absorption inhibitor, which can 
be useful for treating vascular conditions, obesity, diabetes and lowering 
plasma levels of sterols. Tablets were prepared containing cardiovascular 
agents which can be coadministered with formulations containing, e.g., I. The 
preparation of I was given. 
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cardiovascular agent (s) for the treatment of vascular conditions) 
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Absolute stereochemistry. Rotation (-) . 




i()5763«(» 



295 of 36! 



107133-36-8 CAPLUS 

lH-lndole-2-caiboxyJic acid, l- ( (23) -2- ( [ (1S>-1- 
(ethoxycarbonyl) butyl) amino] -l-oxopropyl) octahydro- , 
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AB The more-stable (^crystalline form of the tert-butylamine salt of perindopril 
(I) , characterized by its X-ray powder diffraction pattern, is prepared by 
refluxing the tert-butylamine salt of perindopril in dichloromethane , followed 
by cooling the mixture, and filtration. A I-contg tablet formulation is 
presented . 
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(preparation of Che ACE- inhibiting P-cry3taiiine form of 
perindopril tert-butylamine salt and antihypertensive pharmaceutical 
formulation containing it) 
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CN lH-Indole-2-carboxylic acid, l-((2S)-2-{l(lS)-l- 

(ethoxycarbonyl) butyl] amino) - l-oxopropyl] octahydro- , (2S, 3aS, 7aS) - , compd. 
with 2-methyl-2-propanamine (1:1) (CA INDEX NAME) 
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The a-ciyatallino form of the ACE- inhibiting tert-butylamine salt of 
perindopril (I) is prepared by refluxing the tert-butylamine salt of 
perindopril in Bt acetate, cooling the mixture, and filtering the I a- crystal 
modification, which is characterized by its powder X-ray diffraction pattern, 
and a I-containing pharmaceutical formulation is prepared 
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(preparation and X-ray characterization of the 

ACE- inhibiting a-crystal line form of the tert-butylamine 

salt of perindopril) 
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with 2-methyl-2-propanaraine (i : D (ca INDEX NAME) 

CM 1 

CRN 82834-16-0 
CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 
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The invention discloses methods, gene databases, gene arrays, protein arrays, 
and devices that may be used to determine the hypersensitivity of individuals 
to a given agent, such as drug or other chemical, in order to prevent toxic 
side effects. In one embodiment, methods of identifying hypersensitivity in a 
subject by obtaining a gene expression profile of multiple genes associated 
with hypersensitivity of the subject suspected to be hypersensitive, and 
identifying in the gene expression profile of the subject a pattern of gene 
expression of the genes associated with hypersensitivity are disclosed. The 
gene expression profile of the subject may be compared with the gene 
expression profile of a normal individual and a hypersensitive individual. 
The gene expression profile of the subject that is obtained may comprise a 
profile of levels of mRNA or cDNA. The gene expression profile may be 
obtained by using an array of nucleic acid probes for the plurality of genes 
associated with hypersensitivity. The expression of the genes predetd. to be 
associated with hypersensitivity is directly related to prevention or repair 
of toxic damage at the tissue, organ or system level. Gene databases arrays 
and apparatus useful for identifying hypersensitivity in a subject are also 
disclosed. 
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(C0)t or (X)t'. wherein X - 0, S, NRlc, Rlc is h or a linear or branched alkyl 
or a tree valence, t and f are integers and equal to zero or 1, with the 
proviso that t ■ l when f - 0; t - 0 when t' - 1; S - -TB -X2-o- wherein TB - 
(CO) when t - 0, TB - X when f - o, X being as above defined, X2, bivalent 
radical, is such that the precursor drug of A and the precursor of B meet 
resp. the Pharmacol . tests described in the description, synthesis, activity 
and formulations of pharmaceutical compds. for treatment of oxidative stress 
and/or endothelial dysfunction are disclosed. The precursors are Buch as to 
meet the Pharmacol, test reported in the description. 
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Synthesis, activity and formulations of pharmaceutical compds. for treatment 
of oxidative stress and/or endothelial dysfunction are disclosed. The 
precursors are such as to meet the Pharmacol, teet reported in the 
description. 
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Pharmacol, tests reported in the description, c and Ci are two bivalent 
radicals i the precursors of the radicals B and Bl are such as to meet the 
Pharmacol, test reported in the description! were prepared for use as 
pharmaceuticals. Thus, (S, s) -N-acetyl -8- (6-methoxy-«-methyl-2- 
naphthalenylacetyl) cysteine 4-nitroxybutyl ester was prepared (NCX 2101) from 
naproxene and N-acetylcysteine in the first of 28 synthetic examples given. 
Pharmacol, test examples and tabular data are also given. 
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Combinations of an ACE inhibitor and an epoxy- steroidal aldosterone receptor 
antagonise are described for use in treatment of circulatory disorders. Of 
particular interest are therapies using epoxy -steroidal -type aldosterone 
receptor antagonist compds., such as eplerenone, in combination with an 
angiotensin converting enzyme inhibitor. This co-therapy would be 
particularly useful to treat congestive heart failure while avoiding or 
reducing aldosterone-antagonist- induced side effects such as hyperkalemia. 
Capsules were prepared containing captopril 62.0 and eplerenone 12.5 
mg/capsule. 
HfSl^S-oa-*, S 5590 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(S 5590; combination therapy of angiotensin converting enzyme inhibitor 
and epoxy-storoidal aldosterone antagonist for treatment of 
cardiovascular disease) 
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with 3- (aminosulfonyl) -4-chloro-N- (2, 3-dihydro-2-methyl- lH-indol-1- 
yDbenzamide (CA INDEX NAME) 
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disease) 

RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- ( (23) -2- 1 1 ( IS) -1- 

(ethoxycarbonyl ) butyl) amino) - l-oxopropyl) octahydro- , (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



-"X 



RE.CNT </ THERE ARB 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



[ AMBWBR 



IWBR 162 Off 186 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 12*00 s 19163 9 /CAPLUS Full -text 
n » ^33:68211 / 

Does Chindse ethnicity affect the pharmacokinetics and pharmacodynamics of 
angiotengfln-converting enzyme inhibitors? 
Ding, P. Y. A.; Hu, 0. Yoa-Pu; Pool, P. E . ; Liao, W.-C. 
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CS Department of Internal Medicine, Veterans General Hospital-Taipei, Taipei, 
Taiwan 

SO Journal of Human Hypertension {2000), 14(3), 163-170 

CODEN; JHHYEN; ISSN: 0950-924 0 
PB Nature Publishing Group 
DT Journal; General Review 
LA English 

AB A review with 53 refs. Information from clin. and pharmacokinetic studies of 
angiotensin- converting enzyme inhibitors (ACEIs) has come from subjects who 
are mostly male and Caucasian, but the use of ACEIs extends to populations 
worldwide. Significant differences between Chinese in general and male 
Caucasians have been demonstrated in the pharmacokinetics/dynamics of other 
drug classes, and this could have implications for the use of ACEIs in the 
Chinese population. These include: significant Chinese/Caucasian genetic 
variation in the renin-angiotensin system based on an insertion/deletion 
polymorphism of the ACE gene; the genetic regulation of plasma ACE activity in 
the Chinese population; and genetic factors involving hypertension which may 
also influence the response to treatment. Oral and i.v. pharmacokinetic data 
from various studies of Chinese and Caucasian subjects are available for 
cilazapril, fosinopril, and perindopril, and pharmacodynamic data are 
available for eight different ACEIs. Based on these data, there are few 
differences in the pharmacokinetics of ACEIs between Chinese and Caucasians. 
Most ACEIs showed good blood-pressure-lowering efficacy in Chinese 
(benazepril, enalapril, fosinopril and spirapril) , with perhaps less efficacy 
of cilazapril or a relatively shorter-term effect with cilazapril or 
perindopril, compared to Caucaaions. Chinese experience more cough from ace is 
(captopril and enalapril) than Caucasians. Data suggest that fosinopril may 
not induce cough in as many subjects as do other ACEIs, and this seems to be 
true of Chinese as well. The mechanism, currently unknown, could involve 
fosinopril'B dual elimination pathway (hepatic and renal). Pharmacokinetic 
data also support the use of fosinopril in congestive heart failure where 
elimination pathways may be impaired. In conclusion, ethnic differences 
between Chinese and Caucasians with respect to ACE and angiotensin gene 
polymorphism, which might be expected to differentially affect the action of 
ACEIs in these two ethnic groups, do not, in fact, have such an effect. 
Rather, differences among the ACEIs appear to be more important. 
IT 8233h-1«-0, Perindopril 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); BIOL (Biological study); 
PROC (Process) 

(Chinese ethnicity effect on the pharmacokinetics and pharmacodynamics 
of angiotensin-converting enzyme inhibitors) 
RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [ <2S) -2- [ I (IS) -1- 

( ethoxycarbonyl) butyl] amino) -l-oxopropyl) octahydro-, (2S,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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ANSWER 163 OF 186 CAPLUS COPYRIGHT 2007 ACS on STN 
1999:599960 CAPLUS F ull -text 
131:199561 

Synthetic routes of perindopril 
AU Chen, Ying-Wu; Chen, Jing 
CS Wuhan College of Chemical Technology, Wuhan, 4 30074, Peop. Rep. China 
SO Zhongguo Yiyao Gongye Zazhi (1999), 30(8), 382*384 

CODENt ZYGZEAi; ISSN: 1001-8255 
PB Zhongguo Yiyap Gongye Zazhi Bianjibu 
DT Journal; General Review 
LA Chinese / 

AB A brief \f*iew, with 16 refs., illustrating synthetic schemes for the 

preparation of perindopril. 
IT 62834 -16-op, Perindopril 

RL: PNU (Preparation, unclassified); THU (Therapeutic use); BIOL 

(Biological study); PREP {Preparation}; USES (Uses) 
(review of synthesis of perindopril) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- { (28) -2- ( [ (IS) -1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- , (2S,3aS.7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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ACE inhibitor nitric acid salts 
Del soldato, Piero 
Nicox S.A. , Fr. 
PCT int . Appl. , 21 pp. 
CODEN: PIXXD2 



DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



PI WO 9900361 Al 19990107 WO 1998-EP3946 19980624 

BR, CA, CN, CZ, EE, GE, HU. IL, IS, JP, KP, KR. 

MG, MK, MN, MX, NO. NZ, PL, RO, RU, SO, 91, SK, 

UZ. VN, AM, AZ, BY, KG, KZ, MO, T J , TM 

RWi OH, GM, KB, LS, MW, SD, SZ, UG, ZW, AT, BE, CH, CY, DE, DK, ES. 

FI, FR, GB, GR..IE, IT, LU, MC, NL , PT, SE, BF, BJ , CF, CO. CI. 
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OS MARPAT 130 i 10064 8 

AB The invention relates to products having an improved antihypertensive activity 
and fewer side effects, in particular in the bronchi. Nitric acid salts of 
ACE Inhibitors show an antihypertensive activity combined with platelet - 
antlaggregatlng activity, I, p. injection of enalapril nitrate at 100 or 300 
ng/kg to rate with induced hypertension inhibited the symptoms by 3 5 and 67 %, 
vs. 18 and 55 » for enalapril maleate. 

it 2U>S53 ffi-a 

rli bac {Biological activity or effector, except adverse); asu (Biological 
study, unclassified) > thu (Therapeutic use); BIOL (Biological study) ; USES 
(Uses) 

(ACB inhibitor nitric acid salts with improved antihypertensive 
effects) 
RN 219553-93-2 CAPLU8 

CN lH-lndole-2-carboxylic acid, 1- ( (21) -2- [ ( ( IS) - 1 - 

(ethoxycarbonyl) butyl) amino J - l-oxopropyl| octahydro- , (2S,3aS, 7aS) - , 
mononitrate (9CI) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 
CMP CI 9 H32 N2 OS 

Absolute stereochemistry. Rotation (•(. 
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Tl Possible /articipat ion of angiotensin-converting enzyme and of leukocyte 
elastais/in pathogenesis of non- insulin dependent diabetes mellitus 

AU Dotsenko, V. L, > Demidova, T, Yu.; Neshkova, E. A. ; Ametov, A. S.; 
Yarovaya, Q . A. 

cs Ross. Med. Akad. Poslediplomn . Obrazovaniya, Moscow, 123B36, Russia 
SO Voprosy Meditsinskoi Khimii (1998), 44(2), 203-212 

CODENt VMDKAM; ISSN: 0042-8809 
PB Nil Biomedltsinakoi Khimii 
DT Journal 
LA Russian 

AB It is commonly accepted that the tolerance to insulin and hyperglycemia of the 
patients with non -insulin dependent diabetes mellitus (NIDDM) is due to some 
defect of insulin receptors or disturbances in the signaling pathway of the 
cell. This disease is often accompanied by hypertension. In this paper the 
high activity of plasma kallikrein-kinin system (KKS) (kallikrein activity was 
6-8-fold higher than normal), of angiotensin-converting enzyme (ACE) <4-£old 
greater than normal), and of leukocyte elastase (2.7-fold higher than normal) 
were demonstrated in plasma of patients with NIDDM. Increased KKS activity 
was coincident with rising ACE activity, which may be the cause of the fast 
bradykinin inactivation and onset of hypertension. The treatment with ACE 
inhibitor during 3 mo (4 mg of Perindopril per day) decreased ACE activity in 
patients' plasma which was accompanied by decreased arterial pressure and some 
restoration of carbohydrate metabolism indicators. The hyperinsulinemic 
euglycemic clamping of 7 patients with NIDDM and essential hypertension showed 
that ACE- inhibitor (Perindopril, 4 mg) prevented bradykinin from destruction 
and increased the glucose consumption by tissues. The high activity of 
polymojphonuclftir leukocytes and secretion of the elastase in NIDDM patients' 
plasma and/or instability of plasma and granular membranes of leukocytes in 
conditions of hyperglycemic plasma are probably the cause of endothelial 
irritation and high ACE secretion. Secondly, the leukocyte may be the cause of 
injury and decreased susceptibility of cell receptors for insulin and 
bradykinin. 

IT 82534-16-0, Perindopril 

RL: thu (Therapeutic use); BIOL (Biological study); USES (Uses) 

(participation of angiotensin-converting enzyme and of leukocyte 
elastase In pathogenesis of non- insulin dependent diabetes mellitus) 

RN 82834-16-0 CAPLUS 

cn ih- indole- 2- carboxylic acid, 1- 1 (28) -2- J 1 (is) -l- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl} octahydro- , <2S,3aS, 7a8) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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text 

influence ofi the/ angiotensin II type l receptor gene polymorphism 
on the effects it perindopril and nitrendipine on arterial stiffness in 
hyper tans Wei ^di vidua is 

Benetos, Athinese; Cambien, Francois; Oautler, Sylvle; Ricard, Sylvain; 
safer, Michel; Laurent, Stephana; Lacolley, Patrick; Poirier, Odette; 
Topouchian, Jlrar; Asmar, Roland 

Broussais Hospital, Mat i tut National de la sante et de la Recherche 
Medicale, Paris, 75014, Fr. 

Hypertension (Dallas) (1996), 28(6), 1081-1084 

CODENt HPRTON; ISSNt 0194- 911X 
American Heart Association 
Journal 
English 

Angiotensin-converting enzyme inhibitors improve arterial stiffness 
independently of blood pressure reduction Since the authors have recently 
shown that in hypertensive individuals the A 1166C polymorphism of the 
angiotensin II type 1 receptor (ATI -R) is an independent determinant of aortic 
stiffness, the authors designed the present study to assess the influence of 
this polymorphism on the changes of aortic stiffness after chronic treatment 
with the angiotensin-converting enzyme inhibitor perindopril and the calcium 
channel blocker nitrendipine. Forty perindopril- and 4 2 nitrendipine- treated 
hypertensive individuals were studied. The authors evaluated aortic stiffness 
by measuring the carotid- femoral pulse wave velocity. Carriers of the ATI - R c 
allele showed higher baseline values of pulse wave velocity than AA 
homoiygotea. In the perindopril group, a threefold greater reduction in pulse 
wave velocity was observed in carriers of the C allele than in AA homozygotes 
(-2.65 vs. -0.94 m/s, reap.), whereas in the nitrendipine group, pulse wave 
velocity decreased only in AA homozygotes and not in ATI * R C carriers (-1.38 
vs. t0.04 m/s, reap.). These results indicate that according to the ATI -R A 
U66C genotype, an angiotensin-converting enzyme inhibitor and a calcium 
channel blocker affect pulse wave velocity in opposite ways, since some 
evidence shows that increased pulse wave velocity may enhance cardiovascular 
risk, it wight be useful for physicians to consider the ATI - R genotype when 
prescribing an angiotenBin-converting enzyme inhibitor or calcium channel 
blocker to a hypertensive individual. 
63AM-1*-", Perindopril 

RLi bac (Biological activity or effector, except adverse); asu (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(influence of angiotensin II type l receptor gene polymorphism 
on effects of perindopril and nitrendipine on arterial stiffness in 
hypertensive humane) 
82834-16-0 CAPLUS 

iH-indole-2-carboxylic acid, l- |(2S> -2- U US) - 1- 



(ethoxycarbonyl) butyl) amino) -l-oxopropyl)octahydro- , (2S,3aS.7aS> - (CA 
INDEX NAME) 
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Tl AfcMrmaceutical product comprising a salicylate of an esterifiable 

ACVinhibitor 
IN Byrne, William; Rynne, Andrew 
PA Cal International Ltd., Ire. 
SO PCT int. Appl., 46 pp. 

CODEN: PIXXD2 

DT Patent 
LA English 
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PATENT NO. 






KIND 


DATE 




APPLICATION NO. 




DATE 


WO 


9520571 






Al 




199S0B03 




HO 1995 


IE12 




19950127 




Hi AT, 


AU, 


BR, 


CA, 


CH, 


CN, DE, 


DK 


ES, FI 


OB, HU, 


JP, 


LU, NL, NO 




PL, 


RO, 


RU, 


SE. 


US 
















RN: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


OB 


IB, LU 


SE, NE 






CA 


2182198 






Al 




199S0S03 




CA 1995 


2182198 




19950127 


AU 


9516709 






A 




19950815 




AU 1995 


16709 




19950127 


EP 


741699 






Al 




19961113 




EP 1995 


908364 




19950127 




Ri AT. 


BE, 


CH, 


DE, 


DK, 


BS, FR, 


OB 


OR, IE 


IT, LI, 


LU, 


MC, NL, PT 


QB 


2300635 






A 




19961113 




OB 1996 


16297 




19950127 


OB 


2300635 






B 




19980617 












JP 


09509150 






T 




19970916 




JP 1995 


519969 




19950127 


ZA 


9500703 






A 




19950929 




ZA 1995 


703 




19950130 


US 
IE 


5852047 
19 94-80 






A 
A 




19981222 
19940128 




US 1996 


682663 




19960729 


WO 


1995- IE12 




A 




19950127 













AB Salicylates of esterifiable ACE inhibitors, especially captropril-s- 
aspirinate, and processes for their preparation are described. A 
pharmaceutical composition (e.g. capsules or tablets) contains the compds. 
the invention and may also contain a diuretic and K» salts, 
IT 62834-16-0, Perindopril 

RL i RCT (Reactant); RACT (Reactant or reagent) 

(preparation of compns . containing salicylate of esterifiable ACE- 
inhibitors) 

RN 82834-16-0 CAPLUS 

CN iH-indole-2-carboxylic acid, 1- ( (2S) -2- [ [ (is) -l- 

(ethoxycarbonyl) butyl] amino] -l-oxopropyl)octahydro- , (23, 3a3, 7aS) - (CA 
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IT 8 2834 -16 -01), Perindopril, aspirin derivs. 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(preparation of compns . containing salicylate of eatorifiable ACE- 
inhibitors) 

RN B2B34-16-0 CAPLUS 

CN 1H- indole- 2 -carboxy lie acid, 1- I (23) -2- ( [ (is) - 1- 

(ethoxycarbonyl) butyl ) aminol - l-oxopropyll octahydro- , <2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute. stereochemistry. Rotation <-) . 
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Synthesis and ACE inhibitory activity of the stereoisomers of perindopril 
(S 9490) and perindoprilate (S 9780) 

Vincent, Michel; Marchand, Bernard; Remond, Georges; Jaguelin-Guinamant , 
Sylvie; Damien, Gerard; Portevin, Bernard; Baumal, Jean Yves; Volland, 
Jean Paul; Bouchet, Jean Paul; et al. 
Inat. Rech. serv. n, sureanes, 92150, Fr. 
Drug Design and Discovery (1992), 9(1), 11-28 
CODEN: DDDIEV; ISSNi 1055-9612 

Journal 
English 



CXp- 

COCHH 



"J" I. R.Et 

^0CHH«NHCHPrCO2i) II, R ■ H 



i/v 



Preindopril, a powerful ACE (angiotensin converting enzyme) inhibitor contains 
5 cbiral carbons, and thus there is the possibility of 25 - 32 stereoisomers 
for the general structure I. These 32 stereoisomers wore prepared by 
crosscoupling the a stereoisomers of benzyl perhydroindolo-2- carboxy late wich 
the 4 stereoisomers of 2- (1-carbethoxybutylamino) propioni c acid, and 
hydrogenating the resulting benzyl esters. Each stereoisomer of perindopril 
furnished by saponification of the corresponding diacid stereoisomer (II) of 
perindoprilate which is the active form of perindopril. For each of the 32 
stereoisomers of II, the in vitro ACE inhibitory potency was determined Pour 
of them, including perindoprilate. had activities in the nanomolar range, and 
4 more were ca. 10- fold less active. The 4 acid esters of I corresponding 
resp. to the 4 most active diacids II, in vitro were studied (l mg/kg via the 
oral route) for their in vivo activity in dogs. The oral absorption of the 
active acid esters I and their activation to the active diacid II depended 
only on the chiralities of the 2 ring junction carbons of the perhydroindole 
ring. 

IT S2034-16-ODP, Perindopril, isomers 02834-16-OP 
145515-JO-CP 145513-31-1P 14 5515 - 32- 2P 
145513-33-3P 145S13-34-4P 145513-35-5P 
145513-30-6P 145513-37-7P 14S513-38-BP 
145513-35-&P 145S13-40-2P I45513-41-3F 
14S513-42-4P 145513-43-5P 14S513-44-6P 
14551J-45--JP 145513-46-SP 1 4 5513-47- 
145513-4S-0P 145513-49-1P I45513-50-4P 
145E13-51-5P 145513-S2-6F 145513-53-7? 
1S5513-54-8P 145513-55-9P 145513-56-0? 
14 551 3 -57 -IP 145513-E0-2P 14S513-S9-3P 
145S13-94-CP 

RL: SPN (Synthetic preparation) ; PREP fPi eparotion) 

(preparation and angiotensin I-converting enzyme inhibitory activity of, 
chirality-structure activity in relation to) 
RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [ (2S) -2- ( ( (IS) - 1- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl) octahydro- , (28,3aS,7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




HN^S^Pr-n 



RN 82834-16-0 CAPLUS 

CN 1H- Indole -2- carboxy lie acid, l- 1 <2S) -2- ( ( US) - 1- 

(ethoxycarbonyl) butyl] amino) -l-oxopropyl J octahydro- , (23. 3aS, 7aS) - 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



10576386 323 of 361 



O^OEt 




RN J4S513-30-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [2- ([1- (ethoxycarbonyl) butyljaminoj -l- 
oxopropyl) octahydro-, [2S- (l [R» <R*) 1 , 2a, 3ap, 7aa) ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 145513-31-1 CAPLUS 

CN 1H- Indole- 2- carboxylic acid, l- (2- |[1- (ethoxycarbonyl) butyl] amino] -1- 
oxopropyl) octahydro- , [23- [l (R« (R») ] ,2u,3aa,7aP) ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 145513-32-2 CAPLUS 

CN 1H- indole- 2- carboxylic acid, 1- [2- ( [1- (ethoxycarbonyl) butyl) amino] -l- 
oxopropyl] octahydro- , E2S- U(R* (R«>) , 2a,3aa, 7aaJ] - (9CI) 
(CA INDEX NAME) 



) 
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RN 14 55 13 -33 -3 CAPLUS 

CN 1H- indole- 2- carboxylic acid, l - {2- ( U- (ethoxycarbonyl) butyl] amino] -1- 
oxopropyl] octahydro-, 12S- (1 {R» (SM ) , 2a, 3aP, 7ap] ] - OCX) 

(CA INDEX NAME) 
Absolute stereochemistry. 




RN 14 5513-34-4 CAPLUS 

CN 1H- Indole -2- carboxy lie acid, l- (2- ( (l - (ethoxycarbonyl) butyl] amino] - l • 
oxopropyl ] octahydro- , (23- ( l (R • (3*)) , 2u , 3ap , 7au) )- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 145613-35-5 CAP L US 

CN lH-Indole-2-carboxylic acid, 1- [2- 1 (1- (ethoxycarbonyUbutyljAmi.no) -l- 
oxopropyl I octahydro- , [2U- |1(R*(3*)) , 2u, 3au, 7au| ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 145513-36-6 CAPLUS 

CN 1H- Indole- 2 -carboxy lie acid, l- [2- I [l- (ethoxycarbonyl > butyl] amino] -l- 
oxopropyl I octahydro-, [2R- [1(1* (••) 1 , 2u,3a|i, 7an] ] • (9CI) 

ICA INDEX NAME) 

Absolute stereochemistry. 
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RN 145513-37-7 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- (2- ( (1- (ethoxycarbonyl) butyl) amino) -1 
oxopropyl) octahydro-, 12*- [1 [»MRO 1 . 2u.3ap\ 7a{J) 1 - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry , 




RN 145513-38-8 CAPLUS 

CN 1H -indole- 2- carboxy lie acid, l- 12- [ (l- (ethoxycarbonyl) butyl) amino) -l- 
oxopropyl) octahydro- , [2R- ( 1 [S* ( 9* ) ) , 2u , 3«u , 7aa] ] - <9CI> 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 14S513-39-9 CAPLUS 

CN 1H- Indole- 2 -carboxy lie acid, l- 12- [ [l- (ethoxycarbonyl) butylj amino] - 1- 
oxopropyU octahydro- , US- [l 13* (S*) 3 , 2u, 3afl, 7au] ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 




RN 145513-40-2 CAPLUS 

cn ih- indole- 2- carboxylic acid, l- (2- t U- (ethoxycarbonyl) butyl) amino) - l - 
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oxop ropy 1] octahydro-, I2R- [1 !»• <R« > ) , 2a, 3a(J, 7a«) J - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 14 5513-41-3 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- [2- Hi- (ethoxycarbonyl) butyl] amino) -l - 
oxop ropy 1 1 octahydro-, [2»- (1 (8» (R« >] , 2u, 3ap, 7au) ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry , 




RN 145513-42-4 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- 12- (1 1- (ethoxycarbonyl) butyl] amino] - l- 
oxopropy I) octahydro-, (2R- U (R» (S« ) ] , 2a, 3a[), 7aa] J - (9CI) 
(CA INDEX NAME) 

Absoluts stereochemistry. 
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RN 145513-43-5 CAPLUS 

cn ih- indole- 2- carboxy 1 ic acid, l - [2- [1 1 - (ethoxycarbonyl ) butyl] amino] - 1- 
oxopropyl ) octahydro- , (2R- (l (RMR*) ] , 2«, 3au,7a|i) ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 




RN 145513-44-6 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1 - [2- ( II- (ethoxycarbonyl) butyl) amino] - 1 - 
oxopropyDoctahydro-, [2S- [1 [S* (S*)l ,2w, 3aa, 7aa) ] - (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Q^OEL 

HW-^Pr-n 




RN 145513-45-7 CAPLUS 

CN lH-lndole-2-carboxylic acid, 1- (2- { (1- (ethoxycarbonyl) butyl 1 amino] - 1- 
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oxopropyljoctahydro-, [2R- [ 1 (S* (R* ) ] , 2a , 3 act, 7aaJ ] - <9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 145513-46-8 CAPLUS 

CN 1H- Indole- 2 -carboxy lie acid, 1- (2- [ (1- (ethoxycarbonyl) butylj amino) -1- 
oxopropyljocta hydro-, (2R- [1 (S* (R« ) ) , 2a, 3aa, 7ap] ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 14 5513-47-9 CAP L US 

cn 1H- Indole- 2 -carboxy lie acid. I- 1 2- [ [x- (ethoxycarbonyl) butyl) amino) - 1- 
oxopropyl) octahydro-, (2R- {l (SMS* > ] , 2a, 3aa, 7ap] ] - <9CI> 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 145513-48-0 CAPLUS 

CN 1H- Indole- 2-carboxy lie acid, 1- |(2R) -2- [ t (1R) -1- 

(ethoxycarbonyl) butyl) amino) - 1 -oxopropyl) octahydro- , (2R,3aR,7aR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 



HM^R^Pr-n 




RN 145513-49-1 CAPLUS 

CN 1H- Indole- 2- carboxy lie acid, 1- (2- [ (l- (ethoxycarbonyl) butyl) amino) -1 - 
oxopropyljoctahydro-, [2S- (1 (S* (R*) 1 , 2u, 3aa, 7aa) J - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 145513-50-4 CAPLUS 

CN lH-Indole-2- carboxy lie acid, 1- {2- 1 (1- (ethoxycarbonyl) butyl] amino] - 1 - 



10576386 



oxopropyl ] octahydro- , {2R- [1 [8* (S» ) ) , 2a, 3ap, 7ap) ) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



HN^S^ Pr-n 



RN 145513-51-5 CAPLUS 

CN 1H- Indole- 2 -carboxy lie acid, l- [2- ( (l- (ethoxycarbonyl) butyl J amino) -l- 
oxopropyl) octahydro- , 12S- [1 |S« <S«) J , 2a,3aa, 7aP) J - (9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 




RN 145513-52-6 CAPLUS 

CN 1H- Indole- 2 -carboxylic acid, 1- (2- I (1- (ethoxycarbonyl) butyl) amino) -1- 
oxopropyl) octahydro- , (2R- II (R« <s» ) ) , 2a, 3ap\ 7apJ ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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CP 



HlK^Pl 



RN 145513-53-7 CAPLUS 

CN 1H- Indole- 2- carboxy lie acid, l - 12- [ (l - (othoxycarbonyl ) butyl] amino] - 1 - 
oxopropyljoctahydro-, [2R- [l (R* (R* ) ] , 2u, 3aP, 7aa) 1 - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



O^^OEt 

HW-^^Pr-n 
V-^Me 



RN 145513-54-8 CAPLUS 

CN 1H- Indole- 2- carboxy lie acid, l- {2- I (l- (ethoxycarbonyl ) butyl) amino) -1- 
oxopropyljoctahydro-, (2S- (i (S« (s» > ] , 2a, 3aP, 7ap) ) - <9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 145513-55-9 CAPLUS 

CN 1H- Indole- 2- carboxylic acid, l- ( (2R> -2- (( (IS) -l 
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(ethoxycarbony 1 ) butyl 1 amino) - 1-oxopropy 1] octahydro- , (2R, 3a3 , 7aS) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry , 



Cw^OKt 
Hi*^ Pi -n 



RN U 5513 -56-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- 12- [ (1 - (ethoxycarbonyl) butyl] amino) -1- 
oxopropyl) octahydro-, [2R- U(S» <R* ) 1 , 2u, 3ap, 7ap)l - (9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 



RN 146513-57-1 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1 - [2- t [l - (ethoxycarbonyl) butyl] amino) - l- 
oxopropyll octahydro-, I2R- U [R» (R* ) J , 2a, 3au, 7au] ] - (9«) 

(CA INDEX NAME) 
Absolute iteroocnofflist ry . 



CP" 



HM-^>^ Pt-n 
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RN 145513-58-2 CAPLUS 

CN 1H- Indole- 2- carboxylic acid, l- {2- [ [l- (ethoxycarbonyl ) butyl] amino] -1- 
oxopropyl ) octahydro- , [3R- [1 [R* (S*) ) ,2a, 3aa,7a|l) | - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



HJK^Pi 
V^Me 

Q<y c02H 



RN 145513-59-3 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- [2- [ [l- (ethoxycarbonyl) butyl] amino] -l- 
oxopropyl] octahydro- , [2S- [1(8* (R*)l , 2a,3aa,7ap] ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



O^OEt 

HN-^Pr-n 



RN 145513-94-6 CAPLUS 

CN 1H- Indole- 2 -carboxy lie acid, 1- [2- | 1 1 - (ethoxycarbonyl ) butyl] amino) - 1 - 
oxopropyl] octahydro- , [2S- [1 [R* (S*> ] , 2a, 3aa,7a(J) J - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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O^^OBt 

HN^R^Pr-n 



IT l_<C9HJ"!i^-4P 

RLi SPN (Synthetic preparation) ; PRKP (I'-risparatiori) 
(preparation of) 
RN 13 0982-52-4 CAPLUS 

CN 1H- Indole-2-carboxylic acid, I- (2- (( l - (ethoxycarbonyl) butyl ! amino] - 1- 
oxopropy 1 1 octahydro- , monohydrochlor ide , I2S- ( 1 (S* (R* ) ) , 2u , 3a|l, 
78|MI- (»CI) (CA INDEX NAME) 

Absolute stereochemistry . 




• HCl 
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T992 r«12137 CAPLUS Fu l 1 7 f Kt 
DN 117r2iai57 J 

TI PreparatksnAnd formulation of J (mercaptoalkyl) carbamoyl] benzoates as 

analgesicjiAnd cardiovascular agents 
IN Neu at ad t, ^Bernard R. 
PA Schering Corp., USA 
SO PCT Int. Appl. , 37 pp. 

CODBNt PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO, KIND DATE APPLICATION NO. DATE 



PI 



MO 9211235 



Al 

BO, BR, CA 



19920709 NO 1991-US9189 19911219 
CS, PI, HU, JP, KP, KR, LK , MO, MW, PL, RO, 



336 Of 361 





SD, SU, 


US 


















RW: AT, BE, 
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CF 
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CI 
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DK, ES, 
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19901221 
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9191046 
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19920722 




AU 1991 
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ZA 


9110014 
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19920826 




ZA 1991 
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19911219 


EP 
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19950315 
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MC, NL, SE 


JP 


05509331 
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19931222 




JP 1992 


501584 


19911219 


AT 


119879 
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19950415 




AT 1992 


901485 


19911219 


ES 


2072138 




T3 




19950701 




ES 1992 


901485 


19911219 


US 


1990-633696 




A2 




19901221 










WO 


1991-US9189 




A 




19911219 











OS MARPAT 117(212157 

AB RSCH2CH [ (CH2)mRl] NHCOR2 (R * H, CH0, alkanoyl, aroyl; Rl - (cyclo) alkyl , 

(hetero)aryl; R2 - ZCOR3, (substituted) heteroarylj R3 - OH, (substituted) 
alkoxy, -amino; Z - (substituted) arylene,- m « 1, 2] ware prepared Thus, (S) 
2-MeC6H4CH2CH(CH2SAc)C02H was treated with (PhO)2P(0)N3 and Et3N in PhMe and 
the product condensed with PhCH20H to give, after HBr/HOAc treatment, (R)-2- 
MeC6H4CH2CH(NH2)CH2SAc.HBr which was condensed with 3 - (Me02C) C6H4COC1 to give 
after saponification, ( R) - 2- MeC6H4CH2CH (CH2SH) NHCOC6H4 (C02H) -3 . The latter 
gave 47 mmHg drop in blood pressure in exptl. hypertensive rats at 1 mg/kg 
orally . 

IT 32*34 - 1? -0 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(compns. containing ( (mercaptoalkyl ) carbamoyl ] benzoatea and, as 
cardiovascular agents) 

RN 82834-16-0 CAPLUS 

CN 1H- Indole- 2-carboxylic acid, 1- { (2S) -2- [ ( (IS) -1- 

(ethoxycarbonyl) butyl) amino) - 1 -oxopropyl) octahydro- , (2S, 3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation <-). 
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AN 1992(1^770 CAPLUS Full-text. 
DN 116(1/4770 

TI Preopration of disulfide derivatives of mercaptoacylamino acids as 

ca Joiovascular agents 
IN Haslanger, Martin F . ; Neustadt, Bernard R., Smith, Elizabeth M. 
PA schering Corp. , USA 
SO PCT Int. Appl , , 46 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 
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PATENT NO. 




KIND DATE APPLICATION NO. 
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JP 05502038 
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19910515 






JP 06102648 




B 19941214 










ES 2069893 




T3 19950516 E3 1991-911546 




19910515 




PRAI 


US 1990-525370 
WO 1991-US32S1 




A2 19900517 
A 19910515 








OS 


MARPAT 116: 174770 










AB 


[SCH2CH (CH2R1) nCONHCHR2CHR4 (CH2) t (CHR9) pC0R3 ] 2 , (SCH2CH (CH2R7 > nCONHCHR2COR3 





[Rl - alkyl, cycloalkyl, aryl, heteroaryl; R2 - H, alkyl, cycloalkyl, 
hydroxyalkyl, alkoxy, HS, alkylthio, aryl, heteroaryl, aralkyloxy, 
aralkylthio, R3 - R50, R5R6N, R5, R6 - H, alkyl, hydroxyalkyl , etc., R5R6N - 
5-7-membered ring; R4, R9 - (CH2)qR8, R8 - H, HO, alkoxy, HS, alkylthio, aryl, 
heteroaryl,- R7 - (substituted) Ph; n - 1 , 2; p, t - 0, 1 ; q - 0-2) useful in 
treatment of cardiovascular disorders and pain, are prepared To N-[3- 
mercapto-2 (3) - <2-methylbenzyl)propionyl] - (S) - methionine Et ester (preparation 
given) in absolute EtOH was added iodine/EtOH to give 1 , l ' - {dithiobis (2 (s) - (2- 
methylbenzyl)-l-oxo-3,l-propanediyll)bis- (s> - methionine di-Et ester, which 
produced a drop in pressure in the DOCA salt model in the atrial natriuretic 
factor potentiation procedure. Pharmaceutical formulations containing the 
title compds. are given. 
8:1834-1*- 0, Perindopril 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(pharmaceutical containing mercaptoacylamino acid disulfide and) 
82834-16-0 CAPLUS 

-K2S)-2-[[(lS)-l- 

-oxopropyl] octahydro- , (2S,3aS, 7as> - (CA 



1H- Indole -2- carboxylic acid, 
(ethoxycarbonyl) butyl] amino) - 
INDEX NAME) 



Absolute stereochemistry. Rotation (-). 



L8 - WISHER 171 > 



Pr-. 



19^2:120263 CAPLUS 
n6: 12021 



OF 186 CAPLUS COPYRIGHT 2007 ACS on STN 
_ Full- text 

: 120263 ) 

A new radk> immunoassay for the determination of the angiotensin- converting 
enzyme inhibitor Perindopril and its active metabolite in plasma and 
urine: advantages of a lysine derivative as immunogen to improve the 
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assay specificity 

Van den Berg, H . ; Resplandy, G.; De Bie, A. T. H. J.; Floor, w.; Bertrand, 

M. ; Arts, C. J. M. 

CIVO Toxicol. Nutr. Inst., TNO, Zeist, 3700 AJ, Neth. 

Journal of Pharmaceutical and Biomedical Analysia (1991), 9(7), 517-24 

CODEN : JPBADA, ISSN: 0731-7085 

Journal 

English 

A new RIA was developed for the direct measurement of perindoprilat (PT) , the 
active metabolite (diacid) of Perindopril (P), an angiotensin- converting 
enzyme (ACE) inhibitor. Antibodies were raised in rabbits against the lysine 
derivative of PT conjugated to bovine serum albumin. The p- hydroxy phenyl 
derivative of the lysine analog was used for preparation of the radioligand by 
iodination (1251). Cross-reactivities for the glucuronide metabolites of P 
and PT are low (0.25 and 3.5%, resp.). The theor. limit of detection is 0.2 
nM, the sensitivity attainable with random samples is about 0.5 nM. Within- 
and between-assay variabilities observed were 4.2-6.7 and 2.8-5.9%, reap, 
(concentration range 2.1-41.7 nM) . Serial dilution of plasma and urine 
samples showed excellent parallelism (r > 0.95). Recoveries of PT spiked to 
urine and plasma samples were 90-120%. The prodrug P can be measured in the 
same sample (plasma/urine) after chromatog. separation on a Dowcx AG 1*2 
an ion -exchange column and quant, alkaline hydrolysis of the P-containing 
fraction. It is concluded that the specificity and sensitivity of this assay 
are amply sufficient for pharmacokinetic studies and in patient monitoring. 
1203 98- 66- <> 

RL i ANST (Analytical study) 

(cross- reactivity of, in RIA for determination of perindopril and its 

metabolite) 
12 0398-66-5 CAPLUS 

P-D-Glucopyranuronic acid, 1- [1- (2- [ 11- (ethoxycarbonyl) butyl) amino) - 1 - 
oxopropyl] octahydro- 1H- indole- 2-carboxylate J , (2S- 
IKRMR*)] ,2a,3ap,7aP) ] - (9CI) (CA INDEX NAME) 



oJ 



BtO- 

n-pr— CH— nh o 



IT 8i834-16-0, S-9490 

RL: ANT (Analyte) / ANST (Analytical study) 

(determination of, in blood plasma and urine, by RIA) 
RH 82834-16-0 CAPLUS 

CN 1H- Indole- 2- carboxylic acid, 1- [ (29) -2- [ [ (IS) - 1- 

(ethoxycarbonyl) butyl] amino! -l-oxopropyl] octahydro- , (2S, 3aS, 7aS) - 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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ANSWER 172 OF 186 CAPLUS COPYRIGHT 2007 ACS on STN 
1991:74706 CAPLUS Full-text 
114:74706 

Configuration and preferential solid-state conformations of perindoprilat 
(S-9780) . Comparison with the crystal structures of other ACE 
inhibitors and conclusions related to structure-activity relationships 
Pascard, Claud ine,- Guilhem, Jean; Vincent, Michel; Remond, Georges; 
Portevin, Bernard; Laubie, Michel 

Inst. Chim. Subst. Nat., Gif -sur-Yvette, 91198, Fr. 
Journal of Medicinal Chemistry (1991). 34(2), 663-9 
CODEN: JMCMAR; ISSN: 0022-2623 
Journal 
Engl ish 



PrCHNHCHMet 



C0 2 H 



coVh I 



The conformational of perindoprilat (I), an antihypertensive drug, is studied 
in the a<hiA state by X-ray anal. The resolution of its structure reveals 
importantl/nalogies between its observed conformation and that of several 
angiotensin- converting enzyme (ACE) inhibitors of the same family. This 
comparison points out a constant relative orientation of the functional 
groups, regardless of the mol . environment. This angular constancy appears 
not to be accidental and is a good argument for the spatial design of the ACE 
binding site. Although ACE is a carboxydipeptidase, the binding site may not 
contain two but one unique hydrophobic pocket receiving the C- terminal end of 
the inhibitors. 
82834-13-0, Perindopril 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(saponification of) 
82834-16-0 CAPLUS 

iH-Indole-2-carboxylic acid, 1- ( (2S)-2- ( [(1S>-1- 

( ethoxycarbonyl) butyl] amino] - 1-oxopropyl) octahydro- , (2S, 3as, 7aS) - (CA 
INDEX NAME) 
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TI 

AU 

CS 
SO 
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1990: 584168 CAPLUS Full-text 
113:184168 

Interspecies comparison of the metabolic pathways of perindopril, a new 
angiotensin-converting enzyme (ACE) inhibitor 

Grislain, L. ; Mocquard, M. T.,- Dabe, J. F. ; Bertrand, M. ; Luijten, w.; 
Marchand, B. ; Resplandy, G . ; Devissaguet, M. 
Bio-Pharm. Serv., Orleans, 45000, Fr. 
Xenobiotica (1990), 20(8), 787-800 
CODEN: XENOBH; ISSN: 0049-8254 
Journal 
English 

The metabolism of perindopril (non-thiol angiotensin-converting enzyme 
inhibitor) was studied in rat, dog and monkey after single oral and i.v. 
administration of 14C-perindorpil , and in man after a single oral dose. Six 
biotransformation in all species is the hydrolysis of the carboxylic Et ester 
side-chain, with the formation of perindoprilate, the active metabolite. A 
minor route of biotransformation led to the acyl glucuronides of perindopril 
and perindoprilate. Internal dehydration of perindopril and perindoprilate 
into cyclic lactam structures occurs. This route of metabolism is of minor 
importance except in humans. 
120353-66-5 

RL: FORM (Formation, nonpreparat ive) 

(formation of, as perindopril metabolite, in humans and laboratory animals) 
1203 98-66-5 CAPLUS 

|i-D-Glucopyranuronic acid, l- (l- (2- [ [l - (ethoxycarbonyl > butyl] amino] - 1- 
oxopropyl] octahydro- 1H- indole- 2-carboxylate) , (23- 
(1 (R* {R* > 1 , 2a , 3a[) , 7a(J) ) - (9CI) (CA INDEX NAME) 



EtO_G 
n-pr— CH— nh o 



Loyy cojh 

HO^Y^OH 



Absolute stereochemistry. Rotation (->. 



IT 02034-15-0 

RL: BPR (Biological process); B3U (Biological study, unclassified); BIOL 
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(Biological study); proc (Process) 

(metabolism of. in humans and laboratory animals) 
RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- t (29) -2- { ( ( IS) - l- 

(ethoxy car bony 1) butyl] amino) - 1-oxopropyl) octahydro- , (28, 3a8, 7aS> - 

INDEX NAME) 

Absolute stereochemistry. Rotation (->. 



nsIkr^m ok 



. r- ~ I OF 116 CAPLUS COPYRIGHT 2007 ACS On STN 
\9«i/lSb95 CAPLUS Full" text 
DN U*ttlBB95 

Tl Some syntheses Of tritium biochemical a at high specific radioactivity: 
radiosyntheses of ACS inhibitors, 5-HT1A and dopamine receptors 
radlol lgands 

AU Pichat, L. 

C8 CEA • CBN Saclay, Gif -sur-Yvette, 91191, Fr. 

80 Synth. Appl. Isot. Labellad Cpd. 19S6, Proc. Int. Symp. (1919), Meeting 
Data 21-6. Editor (a): Baillie, Thomas A.i Jones, John Richards. 

Publisher, Blsevier. Amsterdam, Neth. 

CODENl 5 6 OX AS 

OT Conference 
LA English 



H 



COlK a KKJCM« 3 



H 

C02H 

ioa" II 



lectuse with 9 rare, Synthesis of tritium labeled biochema. I and II as 
potent imAbitors of angiotensin converting enzyme (ACE) and III (OR - 5-OMe, 
e) al/D2 receptors ia described. 

HLi 8PN (Synthetic preparation); PRE!? il-ivp a ration 

(preparation of, as angiotensin converting enzyme Inhibitors) 
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RN 125650-71-7 CAPLUS 

CN 1H- Indole - 2- carboxylic acid, l- [2- ( (l- (ethoxycarbonyl) butyl) 
oxopropyll octahydro- , labeled with tritium. [28- 
ll(RMR*)].2a,3ap,7aP))-, compd . with 2-methyl-2- 
propanamine (itl) <9CI) (CA INDEX NAME) 

CM l 



CRN 125650-70-6 
CMF C19 H32 N2 05 

CIL XH-13 

Absolute stereochemistry. 




75-64-9 
C4 Hll N 



VH2 
MjC— D-CHj 
CH3 



(b\ /answer 

A«/ 1989:58 
DVT 111:186 



175 OP 186 CAPLUS COPYRIGHT 2007 ACS on STN 
6736 CAPLUS PuUlfcfXt 
736 

Modeling, synthesis, and pharmacology of perindopril (8-9490), an 

inhibitor of angiotensin I-converting enzyme 

Vincent, Michel; Schiavi, Pierre 

Inst. Rech., SERVIER, Suresnes, 92150, Fr. 

Colloque INSERM (1989), 181 (Mec. Reconnaissance Mol.), 95-135 

CODENl CINMDE; ISSN : 0768-3154 

Journal; General Review 
Frenc)/ 

A Wiew with 4 refs. 
S2feK-16-ar, 8-94 90 

RL : spn (synthetic preparation), f*REP {r reparation? 

(modeling and preparation and Pharmacol, of, as angiotensin-converting 
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ensyme inhibitor) 
RN 62834 -16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- 1 (28) -2- [ t < IS) - 1- 

lechoxyca rbony I) butyl) amino) - l-oxopropyl) octahydro-, 

INDEX NAME) 

Absoluts stereochemistry. Rotation (-). 



(2S,3afl,7aS)- (CA 



(W^OBt 




IN 



MWIH Hft Of if 6 CAPLUS COPYRIGHT 2007 ACS on STN 
1969i534746 CAPLUS Full-text . 

n — — ■ — ■ 

Preparation of N- [ (elkoxycarbonyl)alkyl) -L-alanines as intermediates for 
carboxyalkyl dipeptides 

Vincent, Michel i Baliarda, Jean; Marchand, Bernard; Remond, Georges 
ADIR, Pr. 



80 Eur. Pat. Appl. 

CODENi EPXXDM 
DT Patent 
LA French 

FAN.CNT 1 



11 pp. 



PATBNT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


PI BP 


308340 


Al 


19890322 


EP 


1988 


402338 


19880916 


BP 


308340 


Bl 


19910313 












R: AT, BE, 


CH, DE, E8 


FR, GB, 


OR, IT, LI 


LU, NL, SE 




PR 


2620699 


Al 


19890324 


FR 


1987 


12901 


19870917 


FR 


2620699 


Bl 


19900601 










CA 


1340B70 


C 


19990601 


CA 


198B 


577077 


19880907 


DK 


BBOS150 


A 


19890318 


DK 


1988 


5150 


19880915 


DK 


172005 


Bl 


19970915 










AU 


882235b 


A 


19890323 


AU 


1988 


223S5 


19880916 


AU 


606992 


B2 


19910221 
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19900220 
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T 


19910315 
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19880916 
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19880916 
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19870917 










EP 


1988-402338 
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19880916 











OS CAS REACT 111:134746, MAR PAT 111:134746 



344 0f36l 



B C0 2 H 
COC^H • N i ? P r CO J B t 



AB The title compd s,, (8 , 3) -H02CCHMeNHCHRlC02R2 (I, Rl - alkyl; R2 - H, alkyl) , 
useful as intermediates for carboxyalkyl dipeptides R3CO-Q-COCHMeNHCHR2 (II; 
R3 ■ H, alkyl; Q - a residue of indoline, isoindoline, tetrahydroquinoline, 
perhydroindole, perhydroisoindole , perhydroisoquinoline, etc.), notably 
perindopril (III), an antihypertensive, are prepared via esterif lcation of 
(8) -H2NCHR1C02H (IV) with R20H and reaction of the resulting (8) -H2NCHR1C02R2 
with pyruvic acid under catalytic hydrogenation conditions, (s) -H2NCMPrC02Et 
(preparation given) was reacted with pyruvic acid under hydrogenation in the 
presence of Pd/C to give (8, 8) -H02CCHMeNHCHPrC02Et . 

IT 82S?4-U'-0, Perindopril 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(Intermediate for, N- I (ethoxycarbonyl) butyl] alanine as) 

RN 82834-16-0 CAPLUS 

CN iH-lndole-2-carboxylic acid, l - [<2S)-2-(((lS>-l- 

( ethoxycarbonyl) butyl) ami no) - 1 -oxopropyl] octahydro- , (2S,3aS, 7as) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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TI Preparation of perindopril via acylation of perhydroindolecarboxylate 1 

N- t (ethoxycarbonyl ) butyl] alanine 
IN Vincent, Michel; Baliarda, Jean; Marchand, Bernard; Remond, Georges 
PA ADIR, Fr. 

SO Eur. Pat. Appl . , 25 pp. 
CODEN: EPXXDW 

DT Patent 
LA French 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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Al 19890322 EP 1988-402339 
Bl 19901212 
E, CH, DB, ES, FR, OB, OR, IT, LI, LU, NL 
Al 19B90324 FR 1987-12896 



19BB0916 



63X6 
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CA 133634 8 
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OS MARPAT 111:11574 9 



!K«NHcllPrC02Bt 




IT 107133*36-9? 

RL: SPN (Synthecic preparation); PKEf (Preparation) 

(preparation of, via acylation of porhydro indole derivative with 
N- ( (ethoxycarbonyl) butyl] alanine) 
RN 107133-36-8 CAPLUS 

CN 1H- Indole- 2-carboxylic acid, 1- [ (23) -2- [ I ( IS) -1- 

(e thoxycarbonyl ) butyl] amino! - l -oxopropyl ) octahydro- , (2S, 3aS , 7aS) - , 
with 2-methyl-2-propanamine (1:1) (CA index name) 

CM 1 

CRN 82834-16-0 
CMP CI 9 H32 N2 05 

Absolute stereochemistry. Rotation {-). 



AB Preparation of perindopril via acylation of perhydroindolecarboxylate with N- 
[ (ethoxycarbonyl) butyl) alanine . The title compound (I), useful as an 
antihypertensive (no data), is prepared, e.g., via N-acylation of 
perhydroindole derivative II (preparation given) with (S,S)- 
H02CCHMeNHCHPrC02Et (III). II . p-MeC6H4S03H (preparation given) was condensed 
with III in EtOAc containing Et3N, 1-hydroxybenzotriazole , and 
dicyclohexylcarbodiimide to give, after deprotection and treatment with 

MG3CNH2, I.M63CNH2. 

IT 122454-E;2-Sr- 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PR2P 
(Preparation); RACT (Reactant or reagent) 
(preparation and deprotection of) 
RN 122454-52-8 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- I (23) -2- ( [ (IS) -l- 

(ethoxycarbonyl) butyl) aminoj -1-oxopropyl) octahydro- , phenylmethyl ester, 
(2S,3aS,7aS) - (CA INDEX NAME) 

Absolute stereochemistry. 



V OEt 



CRN 75-64-9 
CMP C4 Hll N 



HjC— C— CHj 



IT 62834-16-QP, Perindopril 

RL: SPN (Synthetic preparation) ; PREP (Preparation* 
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(preparation of, via acylation of perhydroindolecarboxylate with 

N- I (ethoxycarbonyl) butyl] alanine) 
RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, I- I (23) -a- [ I (IS) -1- 

( ethoxycarbonyl) butyl) amino) -1-oxopropyl] octahydro- , (2S,3aS, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation <-). 




N-""^ Pr-n 



/"""""lV a 
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TI Preparation of N-alkyl-u-araino acids and their derivatives as 

intermediates for carboxyalkyl dipeptides 
IN Vincent, Michel; Baliarda, Jean; Marchand, Bernard; Remond, Georges 
PA AD i r , Fr. 

SO Eur. Pat. Appl., n pp. 

CODEN: EPXXDH 
DT Patent 
LA French 

FAN.CNT 1 

PATENT NO. 
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CASREACT 111:115738; MARPAT 111:115738 



AB (S,S) -H02CCHMeNHCHRlC02R2 (I; Rl , R2 - lower alkyl), useful aa intermediates 
for carboxyalkyl dipeptides R3CO-Q-COCHM0NHCHR1CO2R2 (II; R3 - H, alkyl; 0 - 
residue of indoline, isoindoline, tetrahydroquinoline, tetrahydroi soquinol ine, 
etc.), especially perindopril and its deriva., are prepared via (3)- 
H2NCHMe02CH2Ph (III) with XCHR1C02R2 (IV; X - halo) , separation of (S.S) 
isomer from the resulting V, and deprotection by hydrogenolyais . Ill 
(preparation given) was reacted with IV (X ■ Br) in OMF containing Et3N to 
give V (Rl - Pr, R2 - Bt) , from which the (3,3) isomer was separated This was 
hydrogenolyzed to give (S,S)-I (Rl - Pr, R2 - Et) . 

IT 82834-15-uS, Perindopril. derivs. 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(intermediates for, alkylaroino acids as) 

RN 82B34-16-0 CAPLUS 

CN 1H- Indole- 2- carboxy lie acid, 1- I (28) -2* 1 1 (IS) -1- 

( ethoxycarbonyl) butyl) aminoj -l-oxopropyl] octahydro- , (23,3a3, 7aS) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 





NSHER 179 OF 186 CAPLUS COPYRIGHT 2007 ACS On STN 
/ , 1989:477B4 6 CAPLUS Full -text 
DN 111:77846 

Ti industrial preparation of (23, 3as, 7as) -perhydroindole-2-car) 

intermediate for antihypertensive perindopril 
IN Vincent, Michel; Baliarda, Jean; Marchand, Bernard; Remond, Georges 
PA ADIR, Fr. 

SO Eur. Pat. Appl. , 16 pp. 
CODEN: EPXXDH 

dt Patent 
LA French 
FAN.CNT 1 

PATENT NO. KIND DATE 



APPLICATION NO. 
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FR 2620703 
FR 2620703 
DK 8805149 
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Al 19890322 EP 1988-402337 
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Absolute stereochemistry . Rotation (-}. 




CRN 75-64-9 
CMF C4 Hll N 



AB The title compound (I), useful as an intermediate for antihypertensive 

perindopril, was prepared from indole car boxy lie acid derive. II (R - H, lower 
alkyl). Ssterlf ication of II (R - H) in Eton containing M2904, reduction with 
Sn in EtOH containing HC1 , saponification, and resolution gave IS) - lndoline-2- 
carboxylic acid (111). Hydrogenation of III over Rh under H2 at 60° gave 
(2a, 3*s, vast -octahydroindole-2-carboxylic acid. 

IT 0J9J4-lfl 1C'7U) j<;-9 

RLi RCT (Reactant); RACT (Heactant or reagent) 

(intermediate tor, octahydroindolecarboxyl ic acid ae) 

RN 82834-16-0 CAPLUS 

CN 1H- indole- 2-carboxy lie acid, I* ( (26) -a- | [ <«>-l- 

( e thoxy earbonyl) butyl) amino) - l -oxopropyl ) octahydro- , (2s,3aS,7aS) - (CA 
INDEX NAMK) 

Absolute stereochemistry. Rotation {•). 





180 OF 166 CAPLUS COPYRIGHT 20Q7 ACS On STN 
4 950 CAPLUS Full-text 
110:20^950 

atography-mass spectrometry of perindopril and its active free 
'lite, an angiotensin convertase inhibitor; choice of derivativee 
ization modes 

Tsaconas, Christos; Devissaguet, Michel* ; Padieu, Prudent 
Cent. Spectrom. Masse, Fac. Med., Dijon, F-21033, Fr. 
Journal of chromatography (1989), 4 88(1), 249-6S 

COOBNt J0CRAM; ISSN: 0021-9673 

Journal 

English 



107133-36-8 CAPLUS 

lH-Indole-2-carboxylic acid, l- 1 (2S> -2- [ ( US) -1- 
(e thoxy car bony 1) butyl] amino] - l-oxopropyl) octahydro - 
with 2-methyl-2-propanamine (CA INDEX NAME) 

CM 1 



<2S,3aS, 7aS) - , compd. 



C0 2 H S NHjCH.j 



MHCH(Pr)COjBt 



CRN 
CMF 



82634-16-0 
CI 9 H32 N2 05 



Perindopril (I), a perhydroindole compound and a novel claaa of angiotensin 
convertase inhibitor, after oral administration leads to an active metabolite 
by de-esterif ication of the Bt ester. Routine biol. measurements are 
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currently done using a radio Immunol . assay, but a mass f ragmento-graphic 
method was developed using plasma spiked with the drugs, which were then 
derlvatlted to the iso-Bu ester heptof luorobutyramide and assayed using 
ammonia neg. chemical ionization. Levels of 100 pg/mL were assayed. However, 
isobutanol derivatUation provoked partial transesterif ication of the Et ester 
of the parent drug into the dlisobutyl ester derivative, which corresponds to 
the active metabolite. A second method of deri vat ization to stable 
trimethylsilyl esters preserved the original Bt ester of the parent drug. 
Despite the lower ionization yields, the mass fragmentog, method was sensitive 
and accurate enough to work satisfactorily at the 2 ng/mL level in spiked 
plasma, which is the level tound currently in patients. 

IT lflTUi •'■ P, s- 94 90 -3 

RLi ANT (Analyte); ANST {Analytical study) 

(determination of, in blood plasma of humans by gas chromatog . -mass 
spectrometry, derlvatiaation and ionization modes for) 

RN 107133- 36- 8 CAPLUS 

CN lH-IndoIe-2-carboxylie acid, 1 - 1 <2S) - 2- [( ( IS) - 1- 

(e ttioxy car bony 1) butyl] amino) - 1 -oxopropyl) octahydro- , (2S,3aS,7aS) -, compd. 
with 2-n»ethyl-2-piopanamlne (1:1) (CA INDEX NAME) 

CM l 

CRN 82834-16-0 

CMF C19 H32 N2 05 

Absolute stereochemistry. Rotation (-). 
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ester, (28 - [1 (R* (R* ) I , 2u , 3aP, 7a[il J - (9CIJ (CA INDEX NAME) 
Absolute stereochemistry. 




RN 120465-02-3 CAPLUS 

CN lH-Indole-2-carboxylic acid, l - [ <2S) -2- I ( (IS) - 1- 

(e thoxy carbonyl ) butyl) aminol - l-oxopropyl) octahydro- . trimethylsilyl ester, 
(2S,3aS,7aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




X^si«e 3 



CRN 75-64-9 
CMF C4 Hll N 



HK7 
HlC-t-CMj 



1204*8-01 -T.P lS0J6S-'*2-SP 

RLi spn (Synthetic preparation), PftEP ! l»repanu iorij 
(preparation of) 

120465-01-2 ■ CAPLUS 

1H- Indole- 2 -carboxylic acid, 1- [2- ( |l- (ethoxycarbony 1 > butyl] (2,2,3,3,4,4,4- 
heptat luoro- 1 -oxobutyl > amino] * 1 -oxopropyl 1 octahydro- , 2-methylpropyl 




JSHRR 181 OF 164 CAPLUS COPYRIGHT 2007 ACS on STN 

J98B. 631529 CAPLUS full^text 
109:231529 

Synthesis of 89490-3 (U- 14C-cyclohexyl] 1- ( (28) 2- ( US) 1- 

(e t ho xycarbonylbutyl) amino) - l-oxopropylj - (28,3aS,7a3) -perhydroindole- 2- 

carboxylic acid tert-butylamina salt and S97B0 (U- 14C-cyclohexylJ 

l- (<2S)2- {(IS) l- (carboxybutyl) amino] -l-oxopropyl) -2S, 3aS ,7aS) - 

perhydroindole- 2- carboxylic acid and of (3, 4-3H-butylamino] S94 90- 3 and 

[ (3,4-3K-)butylamino)S97B0 

Pichat, L . , Toatain, J., oomis, J. M. ; Coppo, M. , Moustier, A. M. , 
Vincent, M.j Remond, 0.,- Portevin, B. , Laubie, M. 
CEN Saclay, Qif sur Yvette, 91191, Fr. 

Journal of Labelled Compounds and Radiopharmaceuticals (19B8) , 25(5), 
553-68 

CODEN: JLCRD4, ISSN i 0362-4803 

Journal 

French 

CAS REACT 109.231529 
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H H 




AB The title 14C- labeled compds. I (* signifies the uniform labeling of the 

cyclohexane ring with 14C> and II were prepared from aniline-U- 14C in several 
steps. The title 3H- labeled compds. were also prepared The latter synthesis 
involved the tritiation of an allylglycine residue. The title compds. are 
potent inhibitors of angiotensin-converting enzyme. 

IT 117""0-57-7P 

RL: RCT (Reactant); SPN (synthetic preparation); r-REP 
{Preparation}; RACT (Reactant or reagent) 
(preparation and hydrogenolysis of) 

RN 117770-57-7 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- [2- [ [l- (ethoxycarbonyl) butyl] amino] -1- 
oxop ropy 1) octahydro- , phenylmethyl ester, labeled with carbon- 14, 
(2S- (1 [R* <R«)) ,2cx,3aP,7ap)J- (9CI) ( CA INDEX NAME ) 

Absolute stereochemistry. 




IT 1.1 7770-4 3- 7 V 1 17770-54- 6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PPJSP 
(Preparation); RACT (Reactant or reagent) 
(preparation and saponification of) 
RN 117770-49-7 CAPLUS 

CN 1H- indole- 2 -carboxy lie acid, l- [2- { (l- (ethoxycarbonyl) butyl) amino) - 1- 
oxopropyljoctahydro- , labeled with carbon- 14 , |2S- 
[l [R» (R«) J ,2a,3aa,7aP) ] -, compd. with 
2-methyl-2-propanaraine (1:1) (9CI) (CA INDEX NAME) 

CM l 

CRN 117770-48-6 
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CMF CI 9 H32 N2 05 
CIL XC-14 

Absolute stereochemistry. 




CM 2 

CRN 75-64-9 
CMF C4 Hll N 



NH2 
HjC — C — CHj 
CH3 



RN 117770-64-6 CAPLUS 

CN lH-Indole-2-carboxylic acid, 1- (2- [ (1- (ethoxycarbonyl) butyl -3 , 4-t2)aminoJ - 
l-oxopropyl)octahydro- (9CI) (CA INDEX NAME) 




LB I JWSWER 1B2 OP 186 CAPLUS COPYRIGHT 2007 AC8 on STN 
ANVXl98B:4\aS650 CAPLUS Full-text 
DN 109:89650 

ti Biotransformation studies of di-acid angiotensin converting enzyme 
inhibitors 

AU Drum/er, O. H.; Kourtis, S. ; Iakovidis, D. 
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CS Austin Hosp., Univ. Melbourne, Heidelberg, Australia 

SO Arzneimittel-Forschung (1988), 38(5), 647-50 

CODKN: ARZNAD; ISSN: 0004-4172 
DT Journal 
LA English 

GI For diagram(s), see printed CA Issue. 

ab The biotransformation of di-acid angiotensin converting enzyme inhibitors 
perindopril (I), ramipril (II) and enalapril (ill) to cyclized lactam 
metabolites was studied in the urine of rats using gas chroma t og . -mass 
spectrometry. Chemical synthesis of the corresponding piperazinedione 
metabolites was achieved by reaction of I, II and HI with Ac20 followed by 
hydrolysis of the eater group by Na in EtOH or by acid hydrolysis. Electron 
impact and chemical ionization mass spectra confirmed the structure of these 
potential novel metabolites. Selected ion monitoring of urinary exts. 
demonstrated small amts. (<5%) of these lactams for all 3 inhibitors. 
However, it was shown that the majority of these lactams were formed as a 
result of sample treatment rather than due to biotransformation. 

IT B2834-26-0, Perindopril 
RL? proc (Process) 

(biotransformation of, as diacid angiotensin converting enzyme 
inhibitor) 

RN 82834-16-0 CAPLUS 

CN lH-lndole-2-carboxylic acid, l- ( (2S) -2- ( [ (IS) -1- 

(ethoxycarbonyl) butyl) amino) -l-oxopropyl) octahydro- , (2S,3aS,7aS> - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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TI Neutral metalloendopeptidase inhibitors in the treatment of hypertension, 
compositions and kits containing the inhibitors, manufacture of the 
compositions, compounds of the compositions and their preparation 

IN Haslanger, Martin P.; Sybertz, Edmund, Jr.; Neustadt, Bernard R. ; Smith, 
Elizabeth M. 

PA Schering Corp. , USA 

SO Eur. Pat. Appl., 167 pp. 
CODEN: EPXXDW 

DT Patent 
LA English 
FAN.CNT 3 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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AB ^feutral metalloendopeptidase (NMEP) inhibitor is used alone or combined with 
In atrial peptide or an angiotensin converting enzyme (ACE) Inhibitor for 
preparation of pharmaceutical compns. for treating hypertension. The compna. 
are obtained by mixing a NMEP inhibitor, alone or combined with an atrial 
peptide or ACE inhibitor, with a phartnaceutically acceptable carrier. s-(4- 
Methylbenzyl) -L-cysteine, Me ester hydrochloride was prepared by adding 
thionyl chloride dropwise to N-tert-butyloxycarbonyl-S- (4- methylbenzyl) -L- 
cysteine in MeOH, heating the mixture undor reflux for 90 min, cooling to room 
temperature, and concentrating in vacuo. Rats with induced hypertension were 
dosed s.c. with N- (N- (L-l- (2, 2-dimethyl- 1 - oxopropoxy)mothoxy) carbonyl) -2- 
phenylethyl) -L- phenylalanine] -p- alanine and 1 - ( (2S) - 3 -morcapto- 2-mcthy 1 - 1 - 
oxypropyl) -L-proline in Me cellulose vehicle to give a 1-, 2-, 3-, and 4-h 
decrease in blood pressure of 14, 19, 19, and 15 mMHg vs. an increase of 14. 
11, 11, and 8 with the NMEP inhibitor alone and a decrease or 11, 7, l, and l 
mMHg with the ACE inhibitor alone. 

IT 82834-16-0, Perindopril 

RL: BIOL (Biological study) 

(angiotensin converting enzyme inhibitor, antihypertensive containing 
neutral metalloendopeptidase inhibitor and) 

RN 82834-16-0 CAPLUS 

CN lH-Indole-2-carboxylic acid, l - ( <2S> -2- | [ ( IS) - 1- 

( ethoxycarbonyl) butyl] amino) -l-oxopropyl ) octahydro- , (23, 3aS,7a9) * (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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angiotensin- converting enzyme <ACS) competitive inhibitors, has been used to 
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assess the relative potency of 9 synthetic ACS inhibitors. MK3S1A, a tyrosyl 
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derivative of enalaprilic acid was lodinated with 1251 and used as the 
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radioligand. (1251) -MK3S1A bound to human serum ACS in a concentration- 
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dependent manner. It was displaced in a concentration -dependent manner by all 
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ACE inhibitors tested. Fifty percent displacement of bound (125I]MK3S1A 
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(DOS0) tor each ACE inhibitor correlated well with inhibitor potency ID50, 
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estimated using an ACE enxymic activity assay using Hip-His-Leu as substrate. 
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The radioinhibitor binding displacement assay was used to measure serum 
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concentration of enalaprilic acid (MK422) in human serum samples. Drug 
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concentration estimated by radioinhibitor binding displacement assay 
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correlated closely with the drug concentration measured by a specific 
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radioimmunoassay. The radioinhibitor binding displacement technique using 
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[125I)MK3S1A as the ligand for human serum ACE has general application to all 
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competitive ACS inhibitors, allowing comparison of in vitro ACE inhibitor 
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potencies and estimation of serum ACE inhibitor concns. 
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(angiotensin-converting enzyme of blood serum of humans inhibition by, 
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la^JL^. NCOCMMe NH CHMeCO 2 H 



Stereoselective synthes: 



derivative of chiral 



' pernyoroTf 

iminodiacid, a potent inhibitor of angiotensin converting enzyme 
Vincent, M.i Remond, 0.; Portevin, B. > Serkiz, B.; Laubie, M, 
Inst. Rech. servier, Suresnes, 92150, Pr. 
Tetrahedron Letters (1982), 23(16), 1677-80 
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AB Heterocyclic amino acid derive. I and II (R - C1-4 alkyl; R\ - H , C1-4 alkyl; 
R2 - alkyl, mono- or dicycloaiky la Iky 1 , phenylalkyl, (CH2)mXCHR3R4 |R3 - H, 
Cl-4 alkyl, C3-6 cycloalkyli R4 - H, Cl-4 alkyl, C3-6 cycloalkyl, 
alkoxycarbonyl ; X - S, NR5 (R5 * h , Ac, C02CH2Ph) , m - l, 2}; n - 0, 1] were 
prepared Thus, (S) -phenylalanine was cyclized with H2CO to give (S)- 
isoquinoline (S)-III (R6 . R7 . H) . which was esterifled with Me0H/S0C12 and 
then condensed with Boc-L-Ala-OH (Boc ■ Me3C02C) by DCC/l-hydroxybenzotriazole 
to give (s>-lll <R6 - Me, R7 - Boc-L-Ala) . The latter was saponified and then 
Boc-deblocked by CF3C02H to give (a) - ill .CF3C03H (R« . H, R7 . H- L- Ala) , which 
was treated with MeCOC02H and then reduced by NaBH3CN to give isoquinoline 
(28) -IV. I and II were useful as therapeutic agents due to their ability to 
inhibit enkephalinase, carboxypolypeptidase, kininase, and angiotensln- 
converting enzyme (ACB) j e.g., the compda. can be used as antihypertensives 
since they inhibit ace. 

IT B29 - 'e-SS-SP 

RLi 8PN (Synthetic preparation) j PREP ( Fropa r« ion) 
(preparation of) 

RN 82978-68-5 CAPLUS 

CN lH-Indole-2-carboxylic acid, l- (3- I fl- (ethoxycarbonyl) butyl] amino) -l- 
oxopropyDoctahydro- (9CI) (CA INDEX NAME) 
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AB The title enzyme inhibitor I ( R « H , Rl - S, s-COCHMeNHCHPrC03Et) (II) was 
prepared by coupling reaction of I (R - CMe3 , Rl - H) (III) with (8,8)- 
H02CCHMeN*H2CHPrC02Et CI- (IV). Ill was stereospecif ical ly prepared from (S) - 
2-carboxyindoline in 5 steps; IV was stereoselectively prepared by reaction of 
Prcoco2Et with (S) -H2NCHMeC02CMe3 or by reaction of (3) - PrCH (C02Et) N*H3 Cl- 
with MeCOC02H. II showed 40% angiotensin converting enzyme inhibition after 
24-30 h in dogs treated with l mg/kg p.o. 
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(preparation and angiotensin converting enzyme Inhibition by) 
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(ethoxycarbonyl) butyl] amino] -l-oxopropyl) octahydro- , (2S,3aS,7aS) - (CA 

INDEX NAME) 
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